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1 PROCEEDI NGS

2 Call to Order

3 DR, CHESNEY: Good norning. | think

we are ready

4 to start, and before we get into discussion
would like to

5 just say thank you to Dr. Murphy and all of her

staff at the

6 FDA who have done such an incredible job of
organi zi ng t hese

7 two days with four totally unrel ated subjects,

except that



8 they all relate to pediatrics, and also to |et
you all know

9 that in the "Science Section" of The New York
Ti mes t oday,

10 inthe mddle, there is a full-page article,
with a big

11 pi cture of Dr. Murphy, and all addressing the
use of drugs

12 in children. So, | think that is a rea
tribute to her and

13 to all of the efforts of the FDA in this

regard.

14 We are going to start by having

ever ybody

15 i ntroduce thenselves, and also to rem nd you al
t hat when

16 you ask a question or nmake a comment, please be
sure to give

17 your nanme so the transcriber will know who it is
and, for

18 those of you who weren't here yesterday, the way
to turn on

19 your mcrophone is to push the green button.

So, let's
20 start over here, on the | eft-hand side. | think
Dr. Mirphy

21 is the first.



22 DR. MJURPHY: Dianne Murphy, Associate
Director for

23 Pedi atrics at CDER, and | haven't read the
article so |

24 don't knowif | ami nfanpus or not.

25 [ Laught er ]

1 DR PAZDUR: Richard Pazdur, Division
Di rector,

2 CDER.

3 DR HI RSCHFI ELD: Steven Hirschfield,
nmedi cal

4 officer, Division of Oncology Products. | read

the article

5 and it is very favorable.

6 DR SMTH Ml colm Smth, head of the
Pedi atrics

7 Section of the Cancer Therapy Eval uati on Program
and

8 pedi atri c oncol ogi st.

9 DR BALIS: Frank Balis. | ama senior
10 i nvestigator at the National Cancer Institute,
Pedi atric

11 Oncol ogy Branch.
12 DR. BOYETT: Janes Boyett, chairnan of

t he
13 Departnent of Biostatistics at St. Jude
Children's Research



14 Hospi t al

15 DR COHN: Susan Cohn, and | am
on staff as a

16 pedi atric oncol ogi st at Children's Menori al
i n Chi cago.

17 DR, PRZEPI ORKA: Donna

Przepi orka, marrow

18 transplanter, Bayl or College of Medicine,

Houst on.

19 DR VWEINER: | am Susan Weiner. | am
pr esi dent

20 and founder of The Children's Cause. | was a
par ent .

21 DR. REYNOLDS: | am Patrick Reynol ds,
Children's

22 Hospital of Los Angel es.
23 DR. FRI EDVAN. Henry Friedman, Brain
Tunor Center

24  at Duke.
25 M5. ETTINGER Alice Ettinger. | ama
pedi atric

1 nurse practitioner in New Brunsw ck, New Jersey.
2 DR FI NKLESTEI N: | am Jerry

Fi nkl estein. |1 ama
3 pedi atri c oncol ogi st in Long Beach, and al so

chair



4 hemat ol ogy oncol ogy for the Anerican Acadeny of
Pedi atri cs.

5 DR. CHESNEY: Joan Chesney. | amin
i nfectious

6 di seases at the University of Tennessee, in
Menphi s, and

7 al so in academ c prograns at St. Jude.

8 DR. TEMPLETON- SOVERS: Karen Soners.
| am the

9 executive secretary to the Oncol ogi ¢ Drugs
Advi sory

10 Conmi ttee, FDA

11 DR SANTANA: Victor Santana,
pedi atri c oncol ogi st

12 at St. Jude Children's Research Hospital in
Menmphi s,

13 Tennessee.

14 DR. NELSON: Skip Nelson. | ama
pedi atric

15 clinical care physician at the Children's
Hospital in

16 Phi | adel phi a.

17 DR. GORVAN:. Richard Gornman, genera
pedi atrici an

18 in private practice in suburban Maryl and.

19 DR. O FALLON: Judith O Fallon, group

statistician



20 for the North Central Cancer Treatnment G oup.

21 DR. RODVOLD: Keith Rodvol d, professor
of phar macy

22 practice, colleges of pharnacy and nedi ci ne,

Uni versity of

23 I1linois, Chicago.
24 DR. GELLER Barbara Celler, professor
of

25 psychi atry, Washington University in St. Louis.

1 DR DANFORD: Dave Danford. | ama
pedi atric

2 oncol ogi st at the University of Nebraska Medica
Center and

3 Creighton University in Omha.

4 DR. FUCHS: Susan Fuchs, pediatric
ener gency

5 nmedi ci ne physician in Children's Menoria
Hospi tal, Chicago.

6 DR HUDAK: | am Mark Hudak. | am
chi ef of

7 Neonat ol ogy at the University of Florida at
Jacksonvill e.

8 DR. FINK: Bob Fink, pediatric
pul manol ogi st ,

9 Chil dren's Hospital, Wshington, DC

10 DR. LUBAN. Naom Luban, pediatric



hemat ol ogi st -

11 oncol ogi st, for this group nostly a
hemat ol ogi st, Children's

12 Hospital, Washi ngton, DC

13 DR. SPI ELBERG  Steven Spi el berg, head
of

14 pedi atric drug devel opnment at Johnson & Johnson,
15 representi ng PhARNA.

16 DR. KAUFFMAN: Ral ph Kauff man
pedi atri ci an,

17 clinical pharmacol ogist, Children's Mercy

Hospi tal, Kansas

18 City, Mssouri.

19 DR. WARD: Bob Ward, neonatol ogi st and
pr of essor

20 of pediatrics, University of Uah, and chair of
t he Anerican

21  Acadeny of Pediatrics Committee on Drugs.

22 DR. CHESNEY: Thank you. Karen
Tenpl et on- Soner s,

23 our executive secretary, is going to read the

conflict of

24 i nterest statenent.

25 Conflict of Interest Statenent
1 DR. TEMPLETON- SOVERS: The fol |l ow ng

announcenent

2 addresses the issue of conflict of interest with



regard to

3 this neeting, and is made part of the record to
precl ude

4 even the appearance of such at this neeting.

5 Based on the submitted agenda for the
neeti ng and

6 all financial interest reported by the
comittee

7 participants, it has been determ ned that since
t he issues

8 to be discussed by the subcommttee will not
have a uni que

9 i npact on any particular firmor product but,
rat her, nmay

10 have wi despread inplications to all simlar
products, in

11 accordance with 18 USC 208(b), general nmatters
wai vers have

12 been granted to each special governnent
enpl oyee
13 participating in today's neeting. A copy of
this waiver
14 statement may be obtained by submtting a
witten request to
15 the agency's Freedomof Information Ofice, Room

12A-30 of



16 the Parkl awn Buil di ng.

17 Wth respect to FDA's invited guests
and guest

18 speakers, Dr. Ral ph Kauffman, Dr. Steven
Spi el berg and Dr.

19 Robert Ward have reported interests which we
bel i eve shoul d

20 be made public to allow the participants to
obj ectively

21 evaluate their conments.

22 Dr. Kauffrman would |ike to disclose
t hat he has

23 grants with Bristol-Mers Squi bb and is invol ved
in research

24  for Bristol-Mers Squi bbb, Astra, Zeneca,

Janssen, Merck,
25 R. W Johnson and Adventis, and is a scientific
advi sor for

1 Bristol -Mers Squi bb, Johnson & Johnson and
Pur due PhARMNA.

2 Dr. Spielberg would like to disclose
that he is an

3 enpl oyee of Johnson & Johnson. Dr. Ward woul d
like to

4 disclose that he owns stock in Ascent Pediatrics

and



5 Viropharma; has grants with Wet h-Ayerst,
Novardi s, Ascent

6 Pedi atrics, Adventis Pharmaceutical and
Sepracor; receives

7 consulting fees fromJanssen Pharnaceutical and
is a

8 scientific advisor for MNeil Consuner
Product s.

9 In the event that the discussions

i nvol ve any
10 ot her products or firnms not already on the
agenda for which

11 an FDA participant has a financial interest, the
12 participants are aware of the need to exclude
t hensel ves

13 from such involvenent, and their exclusion wll
be noted for

14 the record.

15 Wth respect to all other
participants, we ask in

16 the interest of fairness that they address any
current or

17 previous financial involvenent with any firm
whose products

18 they may wish to comment upon. Thank you

19 DR. CHESNEY: Does anybody have

anyt hing that they



20 haven't yet declared? Hearing none, Dr. Mirphy
will give us

21 our m ssion for the norning.

22 I ntroduction to the Issues

23 DR. MJURPHY: Actually, | amgoing to
try to do a

24 little nore than that -- | try not to tell the

chair what we
25 are going to do.

10
1 [ Laught er ]
2 It is basically part of our
responsi bility, under
3 the Pediatric Rule, to provide an update to this
pedi atric

4 subcomm ttee on an annual basis.

5 [ Slide]

6 As yesterday was even busier with a
packed

7 schedule, | chose this norning and | would |ike
to take

8 about five mnutes of today's time to update the
pedi atric

9 subconmittee on where we are.
10 [ Slide]
11 | amleaving this up because | don't

want to have



12 slide after slide of the statistics of what has
been goi ng

13 on because you heard sonme of that yesterday as
far as over

14 150-some witten requests that we have issued
under the Food

15 and Drug Moderni zation Act and the fact that we
expect 85

16 percent, approximtely 75-85 percent of those
studies to be

17 conpl et ed.

18 The other activities that have been
ongoing in the

19 meantinme are rather significant and I would |ike
to take a

20 monment and i ntroduce Dr. WIIliam Rodriguez. Dr.
Rodri guez,

21 would you stand up, please? He introduced

hi msel f

22 yesterday. He has cone to us as our science
advi sor because

23 it has becone quite clear to us, as we nove into
t he whol e

24 area of drug devel opnent, that we have a

t remendous nunber
25 of questions as we go forward in how we do drug
devel opnent



1 in children and the science gaps are significant
in certain

2 areas. Dr. Rodriguez was a professor of

pedi atrics at

3 Chil dren's Hospital in Washington for 29 years
and i s now

4 prof essor eneritus, and we are delighted to have
him join

5 us, and you will be seeing nore of himas he
begins to

6 address sonme of the issues that we know exist.
As a matter

7 of fact, | think Thursday is his first internal

8 brai nstorm ng session for us in the agency, and
we will have

9 a nunber of those.

10 The ot her aspects that | wanted to
inform the

11 conmttee about were the fact that we have a
congr essi onal

12 report that is due January 1 on the
effectiveness and

13 efficacy, if you will, of the legislation, and
we will have

14 that report out of the Center by the end of this

mont h and



15 anticipate that we will be bringing that report
to you next

16 year, after it is nmade public, that answers the
guesti ons

17 that we were nandated by Congress to answer
about the

18 i npl enent ati on of the Moderni zation Act.

19 | said to Rosemary this is beginning
to get

20 enbarrassi ng, and she said, what do you nean,
begi nning to

21 get? -- Dr. Roberts told ne it is
enbarrassing. W had

22 stated | ast year that we thought we woul d have
t he gui dance

23 on the Pediatric Rule out by June. It is not.
We are

24 pushi ng very strenuously to have it out before

Decenber .
25 The Pediatric Rule went into effect for the
agency as far as

1 our responsibility to informsponsors that they
nmust have

2 either studies in their applications or they
nmust have a

3 waiver or deferral fromus -- that began in

12



April of 1999.

4 We could not require studies until this
Decenber. So we

5 were informng them but we could not require
t hey submt

6 them W can require themto have those
studies as of this

7 Decenber. W hope to have the gui dance out

before that

8 poi nt .
9 One last thing for the commttee to
be aware --

10 you heard yesterday that there are continuing
et hi cal issues

11 that we may need to bring to you but, in
particular, we wll

12 be bringing sone of the issues attendant to
extrapol ati on

13 and the algorithns that we are devel oping are
bui | di ng upon

14 sone of the data that is comng in and

experi ences we have

15 had with concentration response studies and the
use of PK/ PD

16 in our devel opnent program So, we hope in the
upcom ng

17 year to be able to bring sonme of that



information to the

18 commttee. At this point, we have had -- and
this is all

19 avai |l abl e as public docunments on the web, the
addr ess of

20 which the conmittee is very famliar with at
this point --

21 we have had 24 products bring their studies in
for an

22 exclusivity determ nation, and we have 11 of

t hose products

23 al ready | abel ed. And, people say, "why do you
say al ready?"

24 | don't need to explain to this group that from

the tinme we
25 issue a witten request to the tine that the
sponsor has to

13
1 devel op the protocol, recruit the researchers,
put the study
2 in place, collect the data, submt it, reviewit
and then
3 send it in to us we have 10-12 nonths to review
it. That is
4 fairly phenonenal since the first request was in
July of

5 '98. So, in the last two years we have had



24 products
6 submtted for exclusivity determ nation and

have al ready
7 been able to |abel 11, and we have anot her
one and | was

8 hoping I would be able to tell you an even dozen
but it is

9 cl ose. So.
10 Now, as far as the Pediatric Rule is
concerned, as
11 | said, it went into effect April, 1999. W are
requiring
12 the studies as of Decenber. Wat has happened
wi th waivers
13 and deferrals thus far?
14 [ Slide]
15 This is an overview, and | really
woul d tell the
16 committee at this point that nmy intent this
norning i s not
17 to provide you any details on these but to give
you the
18 broad-brush overview as to what i s happening
because, again,
19 we can't require the studies to cone in. So, in
t he

20 categories of diseases where are we wai ving and



where are we

21 deferring products this com ng year we w ||
provi de nore

22 detail as to what is happening within sone of

t hese

23 cat egori es.

24 You can see that in cardiorenal, which

| eads the
25 pack as far as witten requests and/or
exclusivity, we have

14

1 had two waivers -- usually this is because of a
di sease t hat

2 woul d not exist in children -- and one deferral.
The areas

3 of activity under exclusivity are cardiorenal,
neur opharm ,

4 met abolic, anesthetic and antivirals. So, right
now it

5 woul d appear that nost of the studies that are
bei ng

6 deferred are in nmetabolic, and as we discussed
yest er day,

7 what that neans is really a spectrum of
activities. It may

8 mean that we know really what the protocol is.

It may even



9 be as devel oped as a Phase IV requirenent. O,
it may be,

10 as we discussed yesterday, that we think
pedi atric studies

11 will be required but we are at that point that I
ment i oned

12 earlier where we don't feel conpetent enough,;
there is not a

13 | evel of certainty that we want to proceed in
aski ng or

14 demandi ng that these studies be done until we
have

15 additional data. So, we have a | arge category
of deferrals

16 at this point as we build up sonme of the
informati on bases

17 that allow us to design those studies that we
are going to

18 be requiring.

19 [ Slide]
20 As | said, in antivirals are studi es
t hat have

21 come in. So, you aren't seeing the studies
t hat have cone

22 in. Even though they are not required, they
have cone in

23 under the FDAMA. Because this process has



turned out to be
24 much nore conplex than I am sure any of us

anticipated, in
25 any one application that is in-house we nay have
a waiver, a

15

1 deferral and studies. All three things can be
happeni ng

2 with the sane product. Depending on whet her
t hat di sease

3 occurs in the entire spectrum of pediatrics,
you may have

4 sone part that you are waiving;, you may have
anot her part

5 whi ch you are deferring because you are
wai ting on the

6 information that you have on the studies that
you have i n-

7 house. So, all three things may be happening in
some areas.

8 [ SIide]

9 This is to give you a feel for the
activity. W
10 are trying to present this in a | ess crowded
way. We
11 normal |y send you these statistics as they are

up on the web



12 and they are not particularly viewer friendly,

but these

13 slides now break out for you the various disease

categories

14 which are really our divisions, and the nunbers
of proposals

15 that sponsors have sent in to us, in the left-
hand col um,

16 and the nunber of witten requests that we have
i ssued for

17 studies to be done in these areas. Again, this

i s under

18 exclusivity. | just finished going over the
rule.

19 Exclusivity has been effective since 1997. In
July of '98

20  we had our first witten request issued.
21 So, quite a few studi es have been

asked for in
22 cardi orenal and neuropharm | iterate one
nore tinme that

23 these are voluntary. The sponsors do not have
to do them

24 but we have sone changes fromlast tinme in sone
of these

25 categories in that we have had increased
activity in

1 met abol i ¢, endocrine and anti-inflamuatory, and

16



2 gastroent erol ogy, special pathogens and

oncol ogy.
3 [ Slide]
4 This slide is to lead ne into the

topic for this

5 nmorning. In the inplenmentati on of FDAMA, it is
quite clear

6 that not only do all diseases have their own
speci al needs

7 and areas of devel opnent as far as the science
base and as

8 far as the clinical trials base, in the area of
oncol ogy it

9 is -- howshould | -- I amtold you can't be

"very" unique;

10 you are just unique -- they are unique, and we
have -- |
11 will use the word struggl ed because we have to
treat all

12 di seases the sane in that many a parent who has
a child with

13 a severe neurol ogic di sease, a parent who has a
child who is

14 dying fromheart disease -- these are all as
serious and

15 inmportant to them as any di sease. So, we need

to do things



16 that are consistent with an even playing field
for the

17 devel opnent of all of these areas. W found

t here were

18 uni que aspects that we needed to address for
oncol ogy, and

19 to do that we really discussed it with a nunber
of external

20 experts.

21 [ Slide]

22 And, the Anerican Acadeny of

Pedi atrics put

23 together an invitational neeting in February of
this year

24 and invited a nunber of academ c researchers,

Nat i onal
25 Cancer Institute, PhARMA, pediatric cooperative
gr oups,

advocacy representatives and, of course, the FDA

2 di scussed the issues surrounding pediatric drug
devel opnent

3 in the area of oncology, and felt that we were

able to
4 define a process and that is one of the things
t hat we hope

5 to acconplish this norning, to present this

approach to you.

Ve

17

1



6 There is a guidance, in contrast to the
Pediatric Rule

7 gui dance, just to let you know the | evel of
priority that

8 was put on this. W got this guidance out in
record tinme

9 because we did not want this to continue w thout
i nformation

10 for the researchers and the sponsors in how we
wer e | ooki ng

11 at the devel opnent of this area because it is
di fferent.

12 And, that is what will be explained to you this
nor ni ng.

13 In addition to the process, there is
a new

14 conmttee that has been put in place and I wll
ask Dr.

15 Hirschfield to, please, come up here and
explain to you the

16 devel opnment of an additional -- let nme back
of f; I am not

17 all owed to say we have a new advi sory
commttee, so an

18 addi ti onal panel of experts which we are
utilizing to advise

19 us. Thank you.



20 DR. H RSCHFI ELD: Good norning. |
woul d like to

21 acknowl edge the efforts and the support that Dr.
Mack

22 Lunpki n, our Associate Center Director, Dr.

D anne Mur phy,

23 our Associate Center Director for Pediatrics,
and Dr.

24 Ri chard Pazdur have provided on behalf of and in

support of
25 pediatric oncol ogy, and none of what we are
going to discuss

1 over the course of the day woul d have gone
forward w t hout

2 their efforts.

3 W recogni zed, and you wi |l hear
several tines

4 during the course of the norning and those who
go to the

5 af ternoon sessi on on pediatric oncol ogy, how
pediatric

6 oncol ogy has characteristics that are different
t han ot her

7 areas in pediatrics. The diseases are
relatively rare.

8 They are life-threatening. There is also a |ong

18



hi st ory of
9 evi dence- based nedi ci ne, going back essentially
fifty years.
10 Most of the children are treated on protocols in
cooperative
11 group studies and there is a recognition that
research is
12 the standard of care for pediatric oncol ogy.
You will hear
13 these thenes again, but these thenmes made us
exan ne very
14 carefully the approaches that were taken to
ot her pediatric
15 di seases and ask how can we adapt the tools
t hat we have,
16 which are newin the history of regulatory
science, to the
17 pedi atri c oncol ogy situation?
18 And, one of the nechanisnms was to
| ook at how we
19 could apply the Pediatric Rule. The Pediatric
Rul e states
20 that if a disease in adults is simlar to a
di sease in
21 children, or vice versa, thereis a
mandate to perform

22 studies in the pediatric popul ation.



There is also an

23 incentive in the sense that it is possible, if
efficacy is

24 denonstrated, to apply the adult efficacy data

to the
25 pedi atri c popul ati on.

1 Pedi atri c oncol ogy has yet anot her
di fference,

2 aside fromthe differences just enunerated and
that is that

3 the biology of the tunors tends to be quite
different from

4 the tunors which are seen in adults. Adults
typically get

5 tunors associated with the skin, the lining of
t he skin, the

6 lining of the lungs, breast, and pediatric
tunors tend to

7 have different tissue origins. So, on the
surface it | ooked

8 like the Pediatric Rule would be extrenely
[imted inits

9 application, perhaps to some brain tunors;

per haps to sone

10 hemat ol ogi ¢ tunors. But otherwi se we woul d have

t he

19



11 inability to utilize what we perceive as a very

i mport ant
12 t ool .
13 However, we decided to exam ne that

guestion. So,

14 we convened a panel of experts and suppl enent ed
what we

15 consi der our core group of experts with experts
who will be

16 comng for today to assist us in describing the
17 characteristics of tunors, and we will be
spendi ng the

18 af t ernoon asking the question how do we

descri be tunors?
19 What is it we know about tunmors? What are
t he principles

20 that we can use to extend our know edge of one
tunor type to

21 anot her tunor type?

22 In that regard, aside fromthe

di sti ngui shed panel

23 that has introduced thenselves to you this
norni ng, we wl|

24 have Dr. Todd Gollup fromthe Witehead

Institute join us.
25 Dr. Gollup, for those of you who happen to have
read this

20



1 week's Science magazi ne, was featured in the
"News and

2 Views" for his work on DNA micro arrays in
descri bi ng

3 t unors.

4 Dr. Mchelle LeBeau, of the University
of Chi cago,

5 who is an authority on cytogenetics, wll
di scuss with us

6 this afternoon the application of cytogenetics
to tunor

7 characterization. Dr. David Parma, of the
Uni versity of

8 Arkansas, who is a world recogni zed expert in
t he

9 hi st opat hol ogy of tunors; Dr. Peter Berger, of
Johns Hopki ns
10 University, who is internationally recognized
for his work
11 on pediatric and adult brain tunor pathol ogy.
I n addi tion,
12 al though he is part of our regular panel too,
Dr. Frank
13 Balis, of the National Cancer Institute, wll
offer his
14 perspectives on the application of devel opnent

of



15 therapeutics.

16 This panel, we hope, will stretch the
boundari es

17 of what is now only known about pediatric
oncol ogy but help

18 set a precedent for the exam nation of how one
my

19 extrapol ate our know edge of adult diseases to
pedi atric

20 di seases, not only for the regul atory purpose
but for

21 scientific purposes that we can think of

di fferent

22 par adi gns, perhaps new paradigns in termnms of
comnbi ni ng

23 studies in certain cases between adults and
chi I dren,

24 | ooking at the types of information that we

woul d need to
25 make not only regul atory deci sions but
t herapeuti c and
21

1 scientific decisions.

2 | look forward, and feel honored to
be part of

3 this day today. Thank you very mnuch.

4 DR. CHESNEY: Thank you, Dr. Mirphy



and Dr.

5 Hirschfield. Qur first speaker this norning is
Dr. Mal col m

6 Smth, fromthe National Cancer Institute, and
he i s going

7 to talk to us about the application of evidence
based

8 medi ci ne to achieve progress in pediatric
oncol ogy.

9 The Application of Evidence-Based Mdicine
to Achieve

10 Progress in Pediatric Oncol ogy
11 DR SMTH It is a privilege to
speak to you

12 today on the application of evidence-based
nmedicine to

13 achieving progress in pediatric oncol ogy.

14 [ Slide]

15 In many ways, | am speaking to you
t oday on behal f

16 of the hundreds of clinical researchers who,
over the past

17 four decades, have designed and conducted the
clinical

18 trials that have led to the progress that | wll
be

19 descri bi ng, and speaking on behal f of the



t housands of
20 patients and their famlies who have

participated in these

21 trials.
22 [ Slide]
23 As an outline of what | will be

speaki ng about,

24 first | will give an introduction and historical
25 perspective. Then, | wll speak about the
i nportance of

1 Phase 111 random zed clinical trials to the
progress that we

2 have achieved in treating children with cancer.
Il will talk

3 about the inportance of risk-adjusted therapy to
devel opi ng

4 better treatnent strategies for children with
cancer. |

5 will talk about the clinical trials research
infrastructure

6 t hat has been essential to this progress, and |
w il end by

7 tal king about unnmet needs and future directions.
The

8 handouts that you have, have additional details

beyond t he

22



9 slides that I will be using today.

10 [ Slide]

11 First in terns of childhood cancer
basi c

12 introduction, a few points: There are 8700

new cases of

13 cancer di agnosed annual |y anong chil dren
younger than 15;

14  over 12,000 when you extend the age limt up to
younger than

15 20 years of age. There are approximately 1700
chi l dren who

16 di e each year of cancer younger than 15 years of
age, and

17 over 2000 when you extend the age to up to 20
years of age,

18 maki ng cancer the | eading cause of disease-
related nortality

19 anong children over one year of age. Finally,
nost of the

20 cancers of children differ fromthose of adults
intheir

21 hi stol ogy and in their biological
characteristics.

22 [ Slide]

23 This slide shows the distribution of

cancers that



24  occur in adults, and you will recognize

prostate cancer,
25 breast cancer, |ung cancer, colorectal cancer.
These are

1 the carci nomas that predom nate in adults.

2 [ Slide]

3 Whereas in children, this slide shows
t he

4 di stribution and approxi mately half of the
cancers anong

5 children are divided between the | eukem as,
acute

6 | ynphobl astic | eukem a predom nati ng, and the
brain tunors.

7 Then, there are tunors |ike neurobl astons,
WIlms tunor and

8 retinobl astoma that have no equi val ent anong
adults. Even

9 the tunors that have the sane nane, |ike
non- Hodgki n' s
10 | ymphoma or acute |ynphoblastic | eukem a --
t he subtypes
11 that occur in children are often distinctive
fromthe types
12 that occur in adults.

13 [Slide]

23



14 So, in ternms of chil dhood cancer
clinical
15 research, one basic principle is that nationa

efforts are
16 essential for studying the specific childhood
cancers

17 because of the limted nunbers of children wth
i ndi vi dual

18 cancer types. So, in recognition of this fact,
t he NCI has

19 supported, since the 1950s, a nationw de
clinical trials

20 programspecifically designed to inprove the
out cone for

21 children with cancer

22 [Slide]

23 A second basic principle is that we
need to have

24  separate studies and we need to have a

separate research
25 structure for studying the cancer in children.
Agai n, the

1 cancers of children are biologically distinctive
i n nost

2 cases fromthose that occur in adults, and so
t he response

3 of children to anti-cancer treatnents nmay be

24



qualitatively

4 or quantitatively different fromresponse of
adul t cancers.

5 Second, the ability of children to
tolerate anti -

6 cancer treatnments may differ fromthat of
adults. Children

7 may be nore sensitive or |ess sensitive to
speci fic drugs

8 and it may depend on age, different doses of
drugs, and

9 di fferent schedul es of drugs nay need to be
used.

10 Al so, the investigators with specia
expertise in

11 pedi atric oncology are the ones that are really
best

12 qualified to prioritize, design and i npl enent
the clinica

13 trials for children with cancer.
14 [ Slide]
15 We, in part, are still invested in
our system of
16 clinical research because of the results that
have been
17 achieved with this system \Wen we | ooked at

the early



18 1960s, only a small mnority of children were
cured of their

19 cancers. However, currently the survival rates
for children

20 with cancer approach 75 percent. The nortality
rate from

21 chi | dhood cancer has decreased nearly 50 percent
from 1973

22 to 1996, and this decline in nortality rate has
continued in

23 the 1990s at a rate of approximately 3 percent

per year.
24 [ Slide]

25 | will give two specific exanples of
t hese

1 inprovenents in outcone. The first is the
exanpl e of

2 | eukema. Mortality remained relatively

const ant through

3 the 1950s and the m d-1960s. Since the md-
1960s nortality

4 rate for |eukem a has declined.

5 [Slide]

6 And, the reason for this decline is
not that the

7 i nci dence of |eukem a has changed but, rather,

25



t hat there

8 have been significant inprovenents in the
survival rate for

9 children with acute |ynphoblastic | eukema in
particul ar.

10 Cure virtually did not occur in the early 1960s
but with

11 each succeedi ng decade there have been

i ncrenmental advances,

12 to the point where in 1990s over 80 percent of
children are

13 surviving at 5 years fromtheir ALL diagnhosis,
and nost of

14 t hese children are cured.

15 [ Slide]
16 Anot her exanple is the | ynphomas as
well. In the

17 1950s, there were little changes in nortality.
18 [ Slide]

19 By the m d-1960s a decline in
nortality rate

20 began, and this decline has continued into the
'90s so that

21 froma rate of over 6/mllion we are now bel ow
2fmllion in

22 ternms of the nortality rate. Again, this has

been achi eved



23 by the identification of new treatnents that
have i nproved
24 the survival rate fromless than 20 percent in

the early
25 1960s to approaching 80 percent today.

1 [ Slide]
2 What have been the contri buti ons of
t he NCI

3 supported nationwide clinical trial systemto
i nprove the

4 outcone? First, and perhaps nost inportant, is
by

5 conducting randoni zed Phase IIl clinical trials
t hat

6 reliably identify superior new treatnments, and
Il will talk

7 about this nore in a few m nutes.

8 Second, by providing children with
cancer

9 throughout the United States and Canada with
access to
10 state-of-the-art treatnent protocols that are
devel oped by
11 national experts, and that have nultiple
| evel s of review

12 for scientific quality and multiple |evels of
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review for

13 patient safety.

14 Al so, by providing central review of
pat hol ogy and

15 i mgi ng, |leading to nationw de inprovenents in
di agnosi s and

16 stagi ng, and another contri bution, by supporting
t he

17 research studies that have led to the
identification of

18 reliable clinical and biol ogic prognostic
factors, and |

19 will conme back later to tal k agai n about the

i nportance of

20 this.
21 [ Slide]
22 First, let ne enphasize the

i nportance of

23 random zed Phase IIl clinical trials. Wy do
we put such

24  enphasis on this? One reason is because what

is conpletely
25 | ogical and by all accounts should work,
doesn't.

I dentifying new superior treatnents is an enpirica

and not
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2 a deductive process.

3 One exanpl e conmes fromthe cardi ac
literature.

4 Anti-arrhythmc therapy to prevent nortality
from fat al

5 arrhythm as, and here is the logic: that
el evat ed

6 ventricular premature beats are associated with
early death.

7 Encai ni de and fl ecai ni de suppress ventri cul ar
premat ur e

8 beats, therefore, the application of these
drugs shoul d

9 reduce nortality in patients with
ventricul ar premature
10 beats. That is absolutely perfectly
logical and is
11 absol utely perfectly wong. The random zed
clinical trials
12 supported by the National Heart, Lung and Bl ood

Institute
13 denonstrated that the patients who were
random zed to

14 recei ve these two drugs had higher nortality
rates than the
15 patients random zed to receive placebo. W

have to subject



16 -- | amnot arguing that we be illogical but,
rat her, that

17 we subject our logic to the enpirical testing
in

18 appropriately designed clinical trials.

19 [ Slide]

20 Anot her reason we feel so strongly
about these

21 trials is that we need reliable answers to
guesti ons of

22 therapy. |If we were to accept a nore toxic

t herapy as

23 superior when it really is no better than
standard t her apy,

24  this would have serious consequences for future

patients.
25 We would be treating future patients with
therapy that is

28

1 nore toxic and they would not be receiving any
benefit from

2 that nore toxic therapy. So, we need reliable
answers to

3 guestions of therapy.

4 The concl usions that are reached from
singl e-arm

5 and non-random zed clinical trials often have



[imted

6 reliability, and they have limted reliability
for severa

7 reasons. One is that apparent inprovenents that
are

8 ascribed to a new treatnment in a single-arm
trial are often

9 due to patient selection. It is the patients
that enter the

10 trial and not the treatnment that are different
and t hat

11 account for the apparent benefit for the new
treat ment.

12 Anot her reason is that the
i mprovenent that we

13 ascribe to our new intervention and the
patients that we

14 have treated with our new intervention may
not be due to

15 that but may be due to some uncontrolled
factor, such as we
16 now have better supportive care; our surgeons
are better;
17 our radiation oncologists are better at
delivering radiation
18 oncology. It nmay be due to those changes and

not to the new



19 treatnment that we are evaluating, and

randoni zati on avoi ds

20 these probl ens.

21 [ Slide]

22 One exanpl e of the selection bias and
how it can

23 gi ve m sl eadi ng answers -- over the | ast decade
a number of

24 single-armtrials suggested high response rates

and surviva
25 rates for high-dose chenotherapy in wonen with
metastatic

1 Dbreast cancer. At MD. Anderson researchers
| ooked at

2 outcone for 1600 patients with netastatic breast
cancer.

3 All of these patients received conventiona
chenot her apy,

4 st andard doses of chenot herapy agents. None
recei ved high-

5 dose chenot herapy. The patients who woul d have
been

6 eligible for a high-dose chenot herapy protoco
had hi gher

7 response rates and had higher survival than the

patients who

29



8 were not eligible, and the recent random zed
st udi es

9 conpari ng hi gh-dose chenot herapy for breast
cancer to

10 conventi onal chenot herapy have rai sed questions
about the

11 true contribution of this approach to the
treat nent of

12 breast cancer.

13 [ Slide]

14 So, what are the Phase Il trials that
we support,

15 and what are their characteristics? First, the
Phase 111

16 trials that we support are large trials. They
are expensive

17 trials because of their size. They require
hundreds and, in

18 sonme cases, over a thousand patients to reliably
identify

19 clinically nmeaningful differences between
treat ments bei ng
20 conpar ed.
21 In our Phase Ill random zed trials,
patients are
22 random zed to receive what is considered best

avai | abl e



23 therapy or to receive sone new treatnent, and

t he new
24 tr eat nent

prelimnary

is prioritized for eval uation based on

25 data suggesting its potential for inproving

out cone, and

1 i mprovi ng outcome could either nean better

survi val and,

in

2 sone cases, dimnished toxicity.

3

guesti ons of

These trials address inportant

4 therapy and we don't know the answer to them |

may have ny

5 hunch a bout which armis better, and Dr. Brown

may have a
6 di fferent

truly don't

hunch about which armis better. W

7 know t he answers to which treatnment is better.

8
9

[ Slide]
An inportant point, and Dr.

Hi rschfield alluded to

10 this, in the culture of pediatric oncol ogy

research is that

11 participation in Phase Ill trials is considered

an

12 appropriate standard of care for children with

cancer. The

13 rationale for this is that our standard

30



treatnents, none of
14 themare perfect. They either don't have

sufficient

15 ef ficacy, or they have excessive toxicity. So,

for nost of

16 our cancer types we are |ooking for better
treatments

17 Secondly, this is in the context of
mul tiple

18 saf eguards for patient protection, including
the nultiple

19 | evel s of scientific review and review for
patient safety

20 and, of course, is in the context of
appropriate infornmed

21 consent and assent.

22 So, given these, it is felt
appropriate in nost

23 circunstances to ask famlies to consider
participation in

24 Phase 111 trials and historically nopst

fam lies have
25 accepted participation

1 We generally have Phase II1l trials

avail abl e for

2 nost types of childhood cancer. There are 25 to
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30 Phase
3 1l trials open at any given time for the
different types of

4 chi | dhood cancer.

5 [ Slide]
6 | will describe a couple of exanples
of Phase 111

7 trials that have changed standard therapy for
specific types

8 of childhood cancer.

9 This is an exanple for a pediatric

acute
10 | ynmphobl astic | eukem a, the Children's Cancer
G oup-1922

11  trial for standard risk ALL, a popul ation that
before this

12 trial had about a 75-80 percent 5-year event-
free survival

13 In this case, what | will be focusing on is the
conpari son

14  of which steroid is the best steroid for
treating children

15 with standard risk ALL -- is it prednisone,
with half the

16 patients on the left receiving predni sone; or
is it

17 dexanet hasone, with half the patients on the



ri ght receiving

18 dexanet hasone?

19 There was a second random zation as
wel |, and that

20 guesti on was whet her the drug 6-nercaptopurine,
or 6-MP, was

21 better by the standard oral route or whether a
new way of

22 adm ni stering that drug, intravenously, was

superior?

23 [ Slide]

24 The results are shown here. The two
l'i nes

25 represent patients ID and OD, patients who
recei ved

1 dexanet hasone, and these patients had a

significantly

2 i nproved outcone conpared to the patients in the

two | owner

3 curves, the OP and the I P curves, who received
pr edni sone,

4 and this established a new standard therapy
for children

5 wth standard risk ALL, that dexamnethasone is
a preferred

6 steroid.

32



7 Before | leave this slide, as an
aside, if you

8 conpare the blue and the red |lines, the blue
line is the

9 patients who received the old way of delivering
6- MP, oral

10 6-MP. The red is belowthat. It doesn't |ook
better. The

11 IV, the new way, wasn't better. Conparing for
patients who

12 recei ved predni sone, again, the yellow line
recei ved the old

13 way and the light blue line received the new
way. So, what

14 we try, what is new doesn't always work but we
subject it to

15 the test. W carried forward the dexanet hasone;
we

16 di scarded the |V 6- M.

17 [ Slide]

18 The ot her exanple of a random zed
Phase I'll trial

19 that I will present to you illustrates the

concept that
20 pedi atri c oncol ogy drug devel opnent is a | ong-
term

21 commtnment, and this exanple is of ifosfam de



and et oposide

22 for Ewing's sarcomm, a cancer of the bone
primarily in

23  adol escents.

24 In the m d-1980s ifosfam de was first

studied in
25 children. It was identified, as a single
agent, to have

1 activity for Ewng's sarcoma. By 1987, there
were reports

2 that the conbination of ifosfam de and
et oposi de, two anti -

3 cancer drugs together was very effective
agai nst Ewing's

4 sarcoma. These were patients who had

rel apsed with their

5 Ewi ng' s sarconma.

6 A Phase 111l trial was initiated
t hat eval uat ed

7 i fosfam de and etoposide for Ewi ng's sarconma
This trial

8 took a nunber of years to conplete. By 1994
the tria

9 cl osed, and by 1995 the results were
avai |l abl e t hat

10 i fosfam de and et oposi de i nproved out cone for



Ewi ng' s

11 sar conmsa.

12 [ Slide]

13 This just shows the schematic for that
st udy,

14 illustrating, again, that patients were

random zed for what

15 was, before this trial, the best available
standard t her apy,

16 three drugs, or to those three drugs that

alternated with

17 i fosfam de and et oposi de.

18 [ Slide]

19 And, the benefit for the patients
recei ving

20 i fosfam de and et oposi de, 69 percent versus 50

percent, was

21 3-year event-free survival, and this, |ike the
previ ous

22 study, established a new standard of therapy
for children

23 with EwWing' s sarcoma, the standard including

i fosfam de and

24  etoposi de.
25 But identifying this new therapy
required a
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1 conmmi tnent of resources for over a decade from
the initial

2 eval uation of ifosfamde in children to the
event ual

3 denonstration that this drug actually inproved
out conme for

4 children with Ewi ng's sarcom, and our
systens have to be

5 able to accommopdate this long-term
comm t ment .

6 [ Slide]

7 | will just note that you have in
your handout

8 ot her exanples of recent Phase Ill trials
t hat have made

9 important findings in the treatnent of children
wi th cancer.
10 [ Slide]
11 Al so, in your handout you have ongoi ng
or, in one
12 case, soon to be initiated trials of really
i mport ant
13 guestions of therapy that over the next 1-
5 or perhaps
14 | onger years will answer these inportant
guesti ons of

15 therapy for children with Hodgkin's di sease or



T-cell ALL or

16  neurobl ast ona.

17 [ Slide]

18 This is what we strive for in our
system of Phase

19 Il trials. This slide shows outcone for
children with

20 acute | ynphobl astic | eukem a treated on
sequenti al series of

21 clinical trials in the Children's Cancer G oup
fromthe |ate

22 1960s up through the 1990s. Each series of
clinical trials

23 i nvol ved hundred and nore recently thousands of
patients,

24 going fromone series of clinical trials to the

next,
25 bui | di ng on what worked in the previous trials,
di scardi ng

1 what didn't work and havi ng ever increasing
survival rates

2 for children with ALL. This is really what we
strive for,

3 for all of the childhood cancer types.

4 [ Slide]

5 An inportant concept in pediatric
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oncol ogy is the
6 concept of risk-adjusted therapy, that is,
cl assi fying

7 patients by prognosis. This slide shows a
pati ent

8 popul ati on for which the survival rate is
approxi mately 70

9 percent, and our approach to treating this

pati ent

10 popul ati on and designing clinical trials for
this popul ation

11  would be based on the 70 percent survival rate,
and the risk

12 and the types of new treatnents we woul d
eval uate woul d be

13 based on this.

14 [Slide]

15 However, ifosfam de we could identify
factors that

16 allowed us to determ ne which patients do well
with current

17 therapy and which patients do poorly with
current therapy,

18 essentially to split that first group into two
groups, a

19 group that does poorly with the current

treatnents that we



20 have and the groups that do quite well with the
current

21 treatnents that we have, then this would be very
hel pful in

22 terns of increasing the efficiency with which we
can

23 identify better treatnents.

24 [ Slide]

25 The patients who have | ow surviva
rates with

1 current treatnents are the ones that nmay well
benefit from

2 novel , nore aggressive therapeutic approaches
that are

3 associ ated with greater risk, and the patients
with very

4 good outcome with current therapy should be
spared nore

5 intensive and toxic treatnments and, indeed, we
may focus our

6 research efforts on mnimzing acute and | ong-
term

7 toxicities for these patients.

8 [ SIide]

9 In order to use risk-adjusted therapy,

this
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10 requires that we determne reliable prognostic
factors for

11 determ ning which patients do well and which
patients don't

12 with current therapy. To do this requires

anal yzi ng out cone

13 for larger nunbers of patients, preferably
treated in a

14 uni formmanner. Since biology is so inprovenent
in

15 determ ning prognosis for these biol ogica
prognostic

16 factors, it requires collection and anal ysis
of tunor

17 tissue.

18 The protocol -treated patients in the
Cooperative

19 Group tunor banks have been invaluable in

i dentifying and

20 confirm ng these prognostic factors that we
now use to

21 assign treatnents for children with cancer

22 [ Slide]

23 So, let ne take a few m nutes now to
descri be what

24 this research infrastructure is that supported

t hese Phase



25 1l trials, that supported the identification of
prognostic

1 factors to support risk-adjusted therapy.

2 In ternms of the scope, approximtely
5000 children

3 are entered each year onto treatnent trials
supported by the

4 Nat i onal Cancer Institute. The majority of
t hese are

5 entering Phase IIl trials but we al so have
entries onto

6 Phase Il trials to identify activity of new
agents and Phase

7 | trials to identify safe doses of new agents.
For the

8 tunor types listed here, ALL, acute nyeloid
| eukem a, WI ns'

9 tunmor -- for sonme of these, nost of the children
di agnosed

10 wth these cancer types in the U S. and Canada
will be

11 entered onto one of the NCl-sponsored clinical

trials.
12 [ Slide]
13 These trials are supported through the

Cooperative
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14 Goups. Historically, these have been the

Chi l dren's Cancer

15 Group, the Pediatric Oncol ogy G oup, a group for
16 rhabdonmyosarcoma and Wl ns' tunor. Toget her

t hese

17 represent over 200 institutions throughout the
U S. and

18 Canada, bandi ng together to devel opnent research
pr ot ocol s

19 for children with cancer, and it represents nost

of the

20 institutions that treat children with cancer.
21 | would add that in addition to the
pedi atric

22 groups here, we support the Pediatric Brain
Tunor

23 Consortium specifically focused on devel opi ng
new

24 treatnents for pediatric brain tunors; a
neur obl ast oma

25 consortium for focusing on new treatnents for
neur obl ast onm;

1 as well, a nunber of investigator-initiated
proj ects and

2 program projects, for exanple at St. Jude's
Chi l dren

3 Research Hospit al
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4 [ Slide]

5 In terns of the Cooperative G oup
structure, the

6 four historical groups are now nerged into a
single entity,

7 the Children's Oncol ogy Goup, and the decision
to do this

8 was based on inproving the efficiency and
devel opi ng and

9 conducting clinical trials to identify better
treatnents for

10 children with cancer

11 [ Slide]

12 An i nportant characteristic of the
clinical trials

13 programis its multi-nmodality. To treat
children with

14  cancer requires specialists frommny different
areas and

15 these nust all be a part of the research system
i ncl udi ng

16 the pediatric hematol ogi st, oncol ogi st, the
sur gi cal

17 subspeci al i st, radiation oncol ogi st,
pat hol ogi st, | aboratory

18 researchers, nurses, epidem ol ogist, radiol ogi st

and the



19 clinical research associ ates, and ot hers.

20 [ Slide]
21 To do this work, to have 5000 children
entering

22 clinical trials each year requires a commtnent
to

23 infrastructure. This infrastructure includes an
oper ati ons

24 office involved in the adm nistration of these

trials,
25 coordi nating protocol and devel opnent and
distribution. It

1 i nvol ves the statistical center for the
statistical design

2 of protocols for data collection.

3 [ SIide]

4 O course, it requires the support of
t he menber

5 institutions in supporting the investigators at
t he

6 institution, the clinical research associ ates

for collecting

7 data, and currently we provi de approxi mately
$1700 to

8 institutions for patients entered that partially
rei mbur ses

9 the research cost to enter patients on these



clinical

10 trials. It requires support for tissue

coll ection so that

11 we are able to do biology studies, and support
for

12 submtting things |ike radi ographs and pat hol ogy

speci nmens.

13 [ Slide]

14 Then, there are the groups that actua
do t he

15 science, that develop the clinical trials, the
di sease and

16 di scipline conmittees -- disease commttees for
all of the

17 different tunor types, discipline comrttees for
surgery,

18 radi ati on oncol ogy, the disciplines involved in
treating

19 children with cancer, and then individual study
comm ttees

20 that design and inplenent each of the

i ndi vi dual clinica

21 trials.
22 [ Slide]
23 In addition to this conmmtnent to

ongoi ng support

24 of Phase Ill trials, we also recognize our



responsibility to
25 survi vors of childhood cancer. Survivors are at
ri sk for

1 | ong-term sequel ae of therapy depending on their
di agnosi s,

2 dependi ng on the type of cancer that they had
t hat coul d

3 i nvol ve the heart or lungs; that could involve
second

4 cancers; inpaired fertility effects anong
of fspring, centra

5 nervous system dysfunction, and so on.

6 [ Slide]

7 In part, to support research to
identify these

8 long-termeffects and to identify ways to either
prevent or

9 anel i orate these, we support the Chil dhood
Cancer Survivor

10 Study. This is a retrospective cohort involving
13, 000 5-
11 year survivors of childhood cancer who are
surveyed for
12 their long-termhealth and psychosoci al st atus.
13 [ Slide]
14 The Chil dhood Cancer Survivor Study is
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currently

15 addressi ng i nportant questions for survivors,

| ooki ng at the

16 late nortality risk for survivors, |ooking at
second cancers

17 devel opi ng and what the risks of second cancers
are, | ooking

18 at pregnancy outcones after treatnent for
chi | dhood or

19 adol escent cancer, |ooking for cancer in

of f spri ng of

20 pedi atric cancer patients, and follow ng thyroid
di sease and

21 survivors of childhood Hodgkin's di sease, and

t hen | ooki ng

22 at snoki ng and ot her heal t h-associ at ed behavi ors
anong

23  survivors of childhood cancer.

24 [ Slide]

25 Let me spend the |last few m nutes
t al ki ng about

1 unnmet needs and | ooking towards the future. In
spite of the

2 progress that we have achi eved over the past
four decades,

3 there are still over 2000 children and
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adol escents who die

4 each year fromcancer in the United States.

5 Some of the children who are cured
wi th our

6 current treatnments experience dim nished
quality of life

7 because of long-termeffects of their cancer
di agnosi s and

8 treatnent, and our current therapies for many
cancers are

9 near-nmaxi mal intensity and we need new treat nent
strategies

10 to inprove outcone for these children

11 [ Slide]

12 This shows the distribution of cancer
nortality in

13 chil dren younger than 20. About a third of the
deat hs

14 result from | eukem a, about a fourth from
brain tunor.
15 Endocrine is actually neurobl astoma, and so
on. W need
16 better treatnents, new treatnent approaches in
each of these
17 di fferent cancer types.

18 [ Slide]
19 The handout has sone of the different



appr oaches

20 that we are trying for sone of these

di fferent di agnoses.

21  What | will focus on in these |ast few

m nutes is that we

22 are noving towards a new era in treating
cancer both in

23 adults and children, and an era in which our
treatments are

24 nmol ecul arly targeted and the treatnents are

based on
25 specific nolecular characteristics of the
cancer. The

1 treatnents that we have had to date have been
in|arge
2 nmeasure, are non-specific treatnments that harm

normal cells

3 and cancer cells as well. These treatnents, in
pri nci pl e,
4 will be nore specific for processes required

for tunor cel

5 survival and growth but, as | nentioned early
in the talk,

6 what is perfectly |ogical and nakes perfect
sense nay not be

7 true and, of course, we will have to eval uate

42



ri gorously
8 whether these new treatnents actually do work
for children

9 wi th chancer.

10 [ Slide]
11 There are a nunber of opportunities
for

12 nmol ecul arly targeted therapies. The exanple
that | will

13 focus on is for Philadel phia chronosone positive
ALL, but

14 there are al so opportunities using nonocl onal
anti bodi es and

15 opportunities using growh factor receptor

i nhibitors.

16 [ Slide]

17 Thi s exanpl e -- Phil adel phia positive
ALL, is ALL

18 that devel ops because of a fusion protein
resulting from

19 chronosomal translocation. This has very poor
outcome with

20 our treatnments, 20 or 30 percent event-free
survi val

21 This fusion protein that causes the
| eukem a has

22 an enzyme activity that is absolutely essentia



for the

23 | eukenpgeni c effect of the translocation, and we

now have a
24  drug, STI571, that is an inhibitor of this

critical enzyne
25 activity. This drug inhibits the proliferation
of the

1 | eukem a cells and i nduces themto undergo
apopt osis or cel

2 deat h.
3 [ Slide]
4 This schematically illustrates the

genetic change

5 in the Philadel phia chronpbsone positive ALL
with the 922

6 translocation |eading to the | eukenpgenic
fusion protein

7 that produces a Ph positive ALL. Over, on
the right, is

8 what happens when STI571 inhibits the activity
of the fusion

9 protein and causes the | eukem a cells to die,
resulting in

10 restored normal henat opoi esis.

11 [Slide]

12 Phase | trials have been conpleted in

adults with

43



13 chronic nyeloid | eukemia. Hi gh levels of anti-
| eukem a

14 activity were observed. Pediatric Phase I
trials are

15 ongoing and will be conpleted shortly. And, we
are wor ki ng

16 with the Cooperative Groups to develop a pil ot
study for

17 new y di agnosed patients to incorporate STI571
with

18 conventional drugs to treat these patients with
a type of

19 ALL that currently, with current therapy, has
such a poor

20 prognosi s.

21 [ Slide]

22 In closing, let nme first enphasize
that the public

23 health of children has been inproved by the

| ong-term

24  sustained N H support of this ongoing

infrastructure for
25 conducting clinical research for children with
cancer. As a
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1 result of this long-term sustained NI H support,

superior new



2 treatnents have been identified, identified
based on

3 definitive and reliable evidence, and these new
treatments

4 and superior treatnents, have been made w dely
avail able to

5 children with cancer throughout the United

St ates and

6 Canada.

7 [ Slide]

8 The second point | would enphasize is
t hat

9 progress in the past as well as progress in the
future

10 depends on col | aborati on and cooperati on anong
the pediatric

11 cancer researchers and heal thcare professionals
t hr oughout

12 the country working together. 1t depends on the
fam lies
13 and their advocates participating in these
trials. It
14 depends on the National Cancer Institute
recogni zi ng that
15 this is a priority area. It depends on the
academ c and

16 phar maceuti cal devel opers of new cancer



treatnents and on

17 the FDA and its regulations. And, it depends on
third-party

18 payers supporting the clinical care costs for
treating

19 children with cancer, and then all of these
groups wor ki ng

20 together, so that the nobst prom sing therapeutic
appr oaches

21 are expeditiously evaluated with the ultimte
obj ective of

22 continuing to see inprovenents in outcone for
children with

23 cancer.

24 | thank you and I would be glad to

addr ess any
25 guestions that you have. Thanks.

1 DR. CHESNEY: Thank you very, very
much, Dr.

2 Smth. That was an exceptionally conplete and
i nformative

3 overview. Let ne just ask Dr. Hirschfield
shoul d we accept

4 questions now or wait until after the break?
Now? Are

5 there any questions? Yes, Dr. Fink?
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6 DR. FINK: Apropos yesterday's
di scussi on, your
7 data on Ewing's sarcoma showed a p val ue of |ess
t han
8 0. 00005. Was there a data and safety nonitoring
board in
9 pl ace that could have led to earlier
term nati on of that
10 study and | et nore children receive the
opti mal therapy?
11 DR SMTH  Yes, for all of our
trials we have
12 data and safety nonitoring comrttees. The
Children's
13 Cancer Group, the Pediatric Oncol ogy G oup
have data and
14 safety nonitoring conmttees that are | ooking at
the interim
15 results fromour Phase IIl trials, and the

protocols are
16 witten with guidelines for what the nonitoring
boundari es

17 shoul d be for these trials.

18 | wasn't a nenber of the data
nmonitoring conmittee

19 for that trial so | don't know the specifics for

that trial,



20 | can renmenber in the past few years a nunber of
trials that

21 have cl osed either for one arm being superior to
t he ot her

22 arm or closed because there was no chance that a
di fference

23 could enmerge related to the question being
addressed. W

24 have descri bed our data nonitoring conmttee

systemin the
25 Journal of dinical Oncology and | would be gl ad
to provide
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1 you with that reference.
2 DR. KRAILO Mark Krailo, fromthe
Children's
3 Oncol ogy Group. There was a data nonitoring
safety board
4 for that study. W net three tinmes while the
trial was
5 ongoi ng, and the differences in the therapies

energed | ater

6 oninthis trial. So, they energed after the
st udy had

7 conpleted all its accrual

8 DR. CHESNEY: Are there any ot her

questions for



9 Dr. Smth?

10 [ No response]
11 Thank you again. As Dr. Smith pointed
out, the

12 role of famlies as advocates for children is
SO0 i nportant

13 in all studies but particularly in oncol ogy
studi es, and we

14 are very fortunate this norning to have Dr.
Susan Wi ner,

15 fromthe Children's Cause, who will speak to us
on | essons

16 and chal | enges of participation in clinical
trials, a famly

17 per specti ve.

18 Lessons and Chal | enges of Participation in
Clini cal

19 Trials -- a Fam |y Perspective
20 DR. VEI NER: Thank you, Dr. Chesney
and Dr.

21 Santana, for giving ne an opportunity to speak
t hi s norni ng,

22 and we are grateful -- | figure in ny next life
| will use

23 Power Point but, somehow, in ny generation it

hasn't quite
24  caught on -- we are specially grateful in the



par ent
25 community for the increased attention that the
FDA has been

1 paying to pediatric cancer under the |eadership
of Drs.

2 Pazdur and Hi rschfi el d.

3 As sone of you know, | was the parent
of a child

4 with a brain tunor who was diagnosed in infancy
and died

5 just short of his fourteenth birthday. Since
then | have

6 worked as a patient advocate in the brain
tunor conmunity

7 and in the pediatric cancer advocacy
communi ty, building

8 prograns to serve patients and counseling
hundr eds of

9 famlies who are trying to nake rationa
deci si ons about
10 treatnent and care in an irrationa
situation. | have
11 founded the Children's Cause to devote nore
time to
12 strengthening the pediatric cancer conmunity
t hr ough

13 education and advocacy.
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14 The experience of children and

fam lies who

15 struggle with the diagnosis of chil dhood cancer
is different

16 fromthat of other pediatric diseases and
disabilities.

17 Wien | watched nmy son years ago in a speci al
education cl ass

18 interact with his class mates disabled as a
result of a

19 variety of other diseases, | realized the

uni queness of his

20 experience and that of our famly. Wile they
lived the

21 sl ow course of chronic illness and devel opnent al
22 disabilities, we were living with an interna
anti - per sonnel

23 bonmb. The uni queness of the pediatric cancer
experience

24 lies not inits threat of its incidence or as a
public

25 heal th nenace but, rather, in its uniquely
destructive force

1 on children and famlies.
2 The uni queness of pediatric cancer, of

course, is
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3 inherent also inits diversity, nanely that it
represents

4 many or phan di seases, often of enbryonic
origin. Famlies

5 af fected by chil dhood cancer share a comon
goal with the

6 pedi atric oncol ogy research community. W want
new

7 treatnents that are | ess toxic, that can destroy
di sease and

8 spare healthy tissue with | aser-1ike precision.
Despite

9 extraordinary gains in the treatnent of sone
chi | dhood

10 cancers, many other chil dhood cancers, nost
notably solid

11  tunors and, of course, brain tunors, have not
enj oyed t he

12 sanme degree of inprovenent. W are still a

| ong way from

13 achi evi ng our goal .

14 Qur question as parents and patient
advocat es now

15 is what will it take to ensure that pediatric
oncol ogy

16 researchers can have rapid access to new agents

so that our



17 children with cancer can receive what so many
peopl e cal

18 the best possible treatnent? During the 1990s,
FDA and

19 Congress, urged on primarily by the

Anmeri can Acadeny of

20 Pedi atrics, created initiatives to generate
pedi atric

21 i nformation on new and i nproved oncol ogy drugs
for purposes

22 of |l abeling, as well as to increase industry
financed

23 pedi atric research

24 For children with cancer, both the

Pediatric Rule
25 and the pediatric exclusivity provision of
FDAMA have had

1 di sappointing results. Wile it has been
successful for

2 ot her diseases, the interpretation of FDAVA has
resulted in

3 relatively little pharmaceutical investnent for
our

4 children. Now FDA's enphasis for |abeling for

pedi atric

5 oncol ogy drugs, by enforcing the Pediatric Rule,
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| eaves a

6 series of questions about whether this
enforcement will sl ow

7 and alter the course of pediatric cancer

research, questions

8 which | hope we will discuss |ater today.
9 First, how can strict requirenments for
| abel i ng

10 possi bly keep pace with rapid advances and
know edge about

11 gene expression and nol ecul ar targeting?

12 WIl the enforcement of the rule, in

ef f ect,
13 redirect the strategy of the cooperative
groups that have

14 been responsi ble for the successes in children
cancer

15 treatnent from consensus devel opnent and | ayers
of reviewin

16 clinical trials using avail able drugs off-Iabe
t hat

17 pedi atri c oncol ogy researchers believe are the
nost

18 prom sing approaches?

19 Finally, why should research
priorities in

20 pedi atri c oncol ogy now be shaped by a regul atory



requi r ement

21 that places first those diseases that may be

j udged t he sane

22 or simlar in adults as in children?

23 As parents and patient advocates, we
want cli nical

24 research studies in children with cancer to be

det er mi ned by
25 the nmedical need to answer the nost inportant
research

1 guestions and, of course, by the nost prom sing
scientific

2 opportunities, and not by ill-fitting regulatory

3 requi renents.

4 Nei t her FDAMA nor the Pediatric Rule
of fer

5 successful solutions to achieving the goals we
all share for

6 children with cancer. W seemto have strayed
from our

7 point. W have not yet struck the right bal ance
bet ween

8 i ncentives and enforcenent in pediatric oncol ogy
research.

9 W should use industry's desire for exclusivity

t 0 encour age

50



10 themto invest in pediatric oncol ogy research
and, at the

11 sanme tinme, expect conformng to academc

st andards and

12 strict cooperation with the cooperative groups.
From t he

13 FDA, while we depend on your watchful ness, there
needs to be

14 a nore flexible approach to regulation in

pedi atric cancer,

15 and when it is tinme to re-authorize FDAVA we nay
need to

16 craft special provisions appropriate to

pedi atri c cancer

17 research

18 | f rapid advancenents in basic
science are to

19 translate into effective treatnments for our
children in the

20 foreseeable future, a new interactive paradi gm
i s needed

21 whereby each constituency involved in pediatric
oncol ogy

22 research will need to show nore flexibility, a
greater

23 commi t ment of resources and a conti nui ng

awar eness of the



24 uni queness of our diseases. Thank you.
25 DR. CHESNEY: Thank you very rnuch for
articul ating
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1 the issues so clearly. Are there questions for

Dr. Weiner?

2 DR. H RSCHFIELD: | would lIike to ask
if there are

3 any perspectives you would like to share with
regard to

4 famly participation in the process?

5 DR. VEINER  Could you be a little bit

6 specific?

7 DR. HI RSCHFI ELD: W have all stated
that research

8 is the standard of care, and it is a different
par adi gm when

9 a child has cancer than going to the |oca
pedi atrician and
10 getting whatever the standard of care may be for
t hat
11 particular community. It is a process where one
has to sign
12 consent forns, be nmade aware of protocols, and
| earn a new

13 vocabulary, and | would like to know if you



woul d make sone

14 comrents with regard to these aspects which are
di fferent

15 than famlies have when they are treated
typically for other

16 ill nesses.

17 DR. VEINER. There are two things that
| think are

18 operating now. One is that there is a great
reliance on the

19 wisdom and the necessity of referral to centers
of

20 excell ence to be treated. And, when fanilies
line up in a

21 pedi atri c neuro-oncology setting, there is an

i mportant kind

22 of bonding that takes place initially. There is
an enor nous

23 need to assimlate a great deal of information
under very,

24 very dire circunstances. | believe that parents

are hel ped
25 these days by the web, by the free and open
avail ability of

1 medi cal information fromreliable sources such
as the NCI

2 and t he FDA
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3 As every pediatric nurse knows,
there is an

4 initial phase of sort of being deaf, dunb and
blind at the

5 beginning and it is during that period where
consent

6 typically has to be signed over a period of
days or

7 under st andi ng what needs to be done, and we
are very nuch

8 dependent on the good will and directness of
t he nedi cal

9 team Does that answer your question, Dr.
Hirschfield? No?

10 DR. HI RSCHFI ELD: Well, you have not
only had your

11 own experience but the experience of talking to
hundr eds of

12 other famlies, and | wanted our colleagues to
be able to

13 have a little better understandi ng of the inpact
of havi ng

14 the diagnosis of a child with cancer on not just
the type of

15 care but on the lives of the famlies.

16 DR VWEINER Well, it is a life-

altering situation



17 and many famlies are, of cost, cast in

di sarray. The

18 siblings are oftentinmes negl ected, and work

i S sometinmes

19 entirely neglected. There is a sense of

unreal ity about

20 being in a hospital and not being in a hospital
at the sane

21 time. That is, while the hospital environnent
IS a nenacing

22 phase, one relinquishes the care to strangers on
t he one

23 hand. On the other hand, being out of the

hospi tal neans

24 that |ife should appear normal which, of course,

it is never
25 again since a diagnosis of life-threatening
i1l ness neans
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1 that there is always i mm nent danger.

2 Does that do it? Let ne try again?

3 DR. HI RSCHFI ELD: | think you have
shared sone

4 i nportant information. Wuld you just el aborate
alittle

5 bit nore on what types of supports and what

types of crises



6 are faced, and where do peopl e turn when they
face these

7 crises? Is it to the nedical systen? Is it to
each ot her?

8 O, what are the responses and what are the
resour ces

9 avai |l abl e?

10 DR. VEEINER. Well, there are many
pedi atric groups

11  that have forned support groups and produce
i nformati on

12 materials but that typically is not accessible
at the tine

13 of diagnosis. That usually conmes after
consent is signed

14 and after the first treatnent decision is nade.
It is often

15 nost accessi ble at the point of occurrence.

16 But with the Internet there are
i ncreasing
17 resources that are out there. There are chat
roons, and for
18 whatever they are worth, they represent a
community. There
19 is no substitute for the experience of one
parent with

20 another, and it is very inportant for children's



hospital s

21 and nedi cal settings to offer that opportunity.
22 Finally, | think, you know, in terns
of managenent

23 of the sort you are referring to, it is very
important to

24 aneliorate -- it is difficult for ne to describe

t he degree
25 of distress. It is very inportant to have an
i nternmedi ary
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1 bet ween the pediatric oncol ogist and the famly
-- not a

2 research nurse, a nurse practitioner.

3 | guess | would like to leave this
part of the

4 conversation with sonething that | have recently
call ed the

5 "parents' double-bind,"” the parents of children
with

6 cancer. That really anmobunts to a situation in
whi ch the

7 di agnosis of cancer as a life-threatening

di sease real ly

8 violates the first principle of being a parent,
that is, you

9 have failed to protect your child from di sease



and i nmm nent

10 death. However, in order to aneliorate that
di agnosi s you

11 have to relinquish your role as parent and fai
to protect

12 your child fromharnful and sonetines toxic
treat ments at

13 the hands of strangers. So, in that situation
you can't

14 mai ntain your role as a parent either
originally or through

15 treatnent, and it is an understandi ng of that
ki nd of

16 paradox that is very inportant and really

isS unique to

17 participating in clinical trials.

18 DR CHESNEY: W do have sone ot her
guestions for

19 vyou, Dr. Weiner, if you would |ike to stay at
t he

20 m crophone. Dr. Santana?

21 DR. SANTANA: Susan, you made a
conmment that has

22 been resonating in nmy brain for alittle while,
and | would

23 li ke you to help nme by giving exanpl es or

sharing your



24  thoughts further, and it is this concern that

you have t hat
25 with new regulatory issues comng fromthe FDA
as regards

1 pedi atrics whether we will have to redirect the
nodel of

2 cooperative group research and how this
potentially could

3 inpact it. Could you el aborate on that?

4 DR. VEINER: Well, Jim Boyett and were
sort of

5 tal king about this a bit yesterday. It would
seem per haps

6 unfortunate if there were studies -- let ne
start over

7 again, there is a paucity of subjects avail able
in pediatric

8 oncol ogy research. They are a val uable
comodi ty and

9 prioritization of approaches is sonething that
is, as you

10 know, critical towards progress. Dr. Smth
descri bed how

11 long it takes to cone up with a Phase |11
standard of care.

12 It would be, | believe, unfortunate if these
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resour ces

13 through the cooperative groups were to be used
to establish

14 simlarity equival ence of disease rather than
real ly taking

15 account of scientific opportunity that perhaps
| ooked nore

16 prom sing for new treatnments. That is the

cont ext .
17 DR. CHESNEY: Dr. Kauffnman?
18 DR. KAUFFMAN: | wanted to follow it

up to try to
19 understand better if you have any specific

suggesti ons how

20 changes in FDAMA might -- if it is renewed and
if it is
21 possi bl e to make changes. In our discussions

| ast February,

22 as | recall, the issue cane up that maybe FDAMA
is not an

23 appropriate vehicle to acconplish what we want
to

24  acconplish, and there are sone inherent

characteristics of
25 the current | aw that nake that so.

1 One is that many of the drugs that
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need to be

2 studied in kids, usually in conbination, no

| onger have

3 exclusivity to which to attach the benefits of
FDAMA.  So,

4 FDAMA is irrelevant to those drugs.

5 Secondarily, of the new drugs, new
agents, they

6 don't have the market size where FDAVA has had

t he nost
7 i nmpact -- they just don't have the nmarket size
to bring

8 FDAMA i nto play. So, what do you see as
concrete changes in

9 the law that mght help with the oncol ogy agents
for

10 children?

11 DR. VEINER Well, you know, | am not
an attorney

12 and not soneone who really is experienced in
crafting the

13 concept - preci se proposals that you are ai m ng
at, however,

14  one suggestion that cane up in discussion
yest er day

15 af ternoon m ght be the point that the six

nmont hs of



16 exclusivity is nore valuable -- you know,
sonehow or ot her,

17 the older the drug, the closer it is to going
of f patent,

18 the nore likely it is that those six nonths are
likely to be

19 valuable. So, in sone sense, FDAMA nmi ght take
account of

20 the kind of history or newness of the drug, and
how t hat

21 could be crafted I amnot prepared to say right
now, but the

22 phrase "sliding scale" has been used a | ot but
t he exact

23 di nensions of that remanin to be seen.

24 DR. CHESNEY: Dr. Nelson, you had a
guesti on?

25 DR. NELSON: Thank you, and thank you
for your

1 remar ks. \Wen you started tal ki ng about the
doubl e-bind it

2 began to address the area | was interested in
aski ng about,

3 which is specifically the consent process.

4 One of the things that is explored in

t he process
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5 of | ooking at informed consent is the ability of

an
6 i ndi vidual to distinguish research from standard
of care

7 but, yet, we are in the process of conflicting
t hat

8 di stinction by saying that the standard of
care is to

9 participate in research. So, | amjust
interested in

10 hearing your reflections about how at sone
time in the

11  process a parent becones aware of the research
conponents,

12 and what suggestions you m ght have or
directions for

13 looking at the quality of the information and
the quality of

14 the decision that a parent makes to enroll in
that kind of a

15 process.

16 DR. WVEINER: This is, of course, the
heart of the

17 matter. As those of us who are in the pediatric
oncol ogy

18 conmunity really know in our heart of hearts,

parents do not



19 rmeke that distinction. It is in sone sense
unt hi nkabl e and

20 many of us can report instances in which the
nost

21 sophi sticated parents and famly menbers will
say, after a

22 course of treatnent and after having signed
consent, that

23 their child was not part of a research study. |
t hi nk t hat

24 that is evidence for the kind of power of the

need to
25 believe that one is treating one's child, one is
subj ecting
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1 one's child to harnful intrusions for the
pur pose of their

2 getting better.

3 There may be ot her ways around that.
The consent

4 form and as many of you have revi ewed dozens of
t hese --

5 the consent formlanguage is always contorted in
a way that

6 makes it difficult. That can always be tinkered
Wi t h.

7 Sonetines, particularly for exanple in Phase



trials, it is

8 useful to have the investigator and the
physi ci an care-taker

9 rol es distingui shed between people. | think
there is no

10 easy solution but those are sone of the

strat egi es.

11 DR. CHESNEY: Dr. Murphy?
12 DR MURPHY: Susan, you were at our
February

13 nmeeting so you know t hat many of these issues
wer e brought

14 up and we thought that we left that nmeeting with
away to

15 resol ve many of these issues. And, Dr. Pazdur
i's, you know,

16 going to be presenting the gui dance outcones for
t he group

17 here and the approach, and after he speaks and
presents the

18 process to the group I think it would be hel pful
for us to

19 hear where you still think there are issues,
particularly as

20 relates to the selection of products to be
driven by

21 sci ence, because that is the very concern we



have, that

22 FDAMA be driven by science and not because there
is a lot of

23 noney to be made of f of a bl ock-buster product.
24 And, the second issue is flexibility

and that is
25 one of the goals of this approach, to provide
flexibility

1 for the devel opnent of pediatric oncol ogy
products whil e not

2 maeking it a conplete free for all. By that,
mean t hat

3 every group ends up with admnistering things in
a

4 regulatory way and in a different way.

5 So, I would just like to say | would
i ke you,

6 after we hear Dr. Pazdur, to point out to us
where you think

7 this approach does not address those two issues
in

8 particul ar because | think one of the concerns
we have at

9 FDA is, as Dr. Smith has clearly articul ated
t hi s norni ng,

10 that there has been a |l ot of success in this
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field because

11 of the cooperative groups and the standard of
care, and we

12 don't want unintended results here where FDAVA
drives the

13 process in a different direction. So, we

don't want to

14 disrupt sonmething that is working. | guess that
is one of

15 our concerns, we keep noving in this area. So,
agai n, those

16 two issues, the flexibility and why this process
won't help

17 that and why this process won't help the science
appr oach,

18 would be questions | would ask you to come back
and tell us.

19 Okay? Thank you

20 DR. CHESNEY: Qur next speaker is Dr.
Ri chard

21 Pazdur, who is Director of the Division of

Oncol ogy Drug
22 Products at the FDA, and he will speak on
t he FDA

23 initiatives in pediatric oncology -- adaptation
of the

24  general case to special circunstances.

25 FDA Initiatives in Pediatric Oncol ogy
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1 Adapt ati on of the General Case to Specia

Ci rcunst ances

2 DR. PAZDUR: Good norning. | sonmehow
feel like a

3 fish out of water. | amnot a pediatrician and
I was

4  thinking back on ny pediatric experience and, |
am ashaned

5 to say, it has been about 25 years ago that |
treated a

6 pediatric patient. So, if | make any major faux
pas in the

7 sci ence and mnedi ci ne of pediatrics, please

forgive ne.

8 [ Slide]
9 | cane to the agency about a year ago.
In fact,

10 the last week in Septenber will be ny one-year
anni versary

11 as far as starting at the FDA. M forner job
was as a

12 clinical professor at MD. Anderson Cancer
Center where |

13 was very involved with Phase I, Phase Il and
Phase 111 drug

14  devel opnent in colorectal carcinoma, a quite

di fferent



15 di sease than one woul d see in pediatrics.
Nevert hel ess, in

16 my experience in interacting with ny col |l eagues
in

17 pedi atrics at M D. Anderson and in the greater
Houst on ar ea,

18 | was al ways aware of a particular angst or a
particul ar

19 di stress that the pediatric oncol ogi st had
when we tal ked

20 about clinical trials, especially when the
adul t medi cal

21 oncol ogi st had a wide array of new agents that
t hey were

22 studyi ng. There was sonewhat of an
unconfortable feeling

23 anong the pediatric oncol ogi sts that they
sinply were not

24 getting those good drugs right away. |In other

wor ds, they
25 were sonewhat relegated al nbst to a second-cl ass
citizen --

1 let's see how these drugs work in the adults and
t hey maybe
2 we wi || consider devel oping themin pediatrics.

3 Wen | got to the agency, it was clear

61



from
4 D anne's presentation and working with the
pediatricians in

5 our oncol ogy group that the inplenentation of
t he FDAMA

6 incentive programwas sinply not working in
oncol ogy, and |

7 ki nd of stepped back because | was new and t hat
al ways gives

8 you a fresh perspective -- right? -- and | said,
wel |, why

9 isn't this working? And, | said, really, you
have to have a
10 whole plan of basically developing a drug in
pedi atric
11 oncol ogy.
12 When one takes a | ook at the
applications that
13 cone into our division of nedical drugs, where
are sponsors
14  devel opi ng drugs? They are devel oping drugs in
the big
15 mar ket s for oncol ogy drugs -- breast cancer,
prostate
16 cancer, colorectal cancer, |lung cancer. Very
f ew appr oaches

17 or very few applications are comng in for



i ndi cations where

18 we would even think of extrapolating from an
adul t

19 indication to a pediatric indication. It is
very hard to

20 make that bridge between developing a drug in
col on cancer

21 and saying, well, we now have to exert the
Pedi atric Rule

22 for developnment of this drug in pediatrics.
23 So, there are sone very uni que
characteristics

24  about the whole field of pediatric oncol ogy

that | thought
25 needed revision. The difficulty in
extrapol ati ng adul t

1 indications to the pediatric population in
oncol ogy is one

2 that we will discuss this afternoon, and it is
very

3 difficult decision and perhaps, as science
progresses and we

4 | earn nore about the biology of the diseases,
wi |l have a

5 greater flexibility in applying this rule.

6 But, as | stated before, the mgjor

a

we
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di sease

7 categories that we receive applications for are
in the

8 common adult mal i gnanci es whi ch makes the
application of the

9 Pediatric Rule very difficult. Nevertheless, we
know t hat

10 pedi atrics has very special characteristics both
in the

11 pediatric community in general and in the
oncol ogy

12 comunity, and we nust be cogni zant of
t hese speci al
13 characteristics as we develop any plan in
devel opi ng
14 pedi atri c oncol ogy drugs. And what are
t hose speci al
15 characteristics?
16 Nunmber one, as has been stated
repeatedly, it is
17 the standard of care for patients, children, to
partici pate
18 in pediatric protocols. | wish | could say that
about adul t
19 mal i gnancies. |In essence, with adults it is
just the

20 opposite. It is the exceptional patient that



parti ci pates

21 in a clinical protocol
22 Secondly, and nost inportant, it is
t he

23 rel ationship that the academ c and the
practicing pediatric
24  oncol ogist has with the NCI and the Pediatric

Oncol ogy Group
25 structure that nust be protected, and that was
part of a

1 whol e devel opnent plan that we have initiated,
t hat we do

2 not disrupt this relationship because it has
wor ked; it has

3 turned pediatrics really into a very successful
nodel of

4 produci ng curative therapies in our generation.

5 So, in any inplenentation of any plan
| want to

6 make it quite clear we are not attenpting to
exert a

7 regul atory hammer on a near-perfect relationship
t hat exists

8 bet ween the cooperative group structure,
i nvestigators and

9 the NCI. The scientific agenda nust be



established by the

10 physi cians that are doing the trials, those

that are
11 involved in the cooperative groups. W are here
as a

12 facilitator to get those drugs, to use

"regul atory pressure”

13 via FDAMA regul ations, to act as a funnel to get
t hose new

14 agents into the pediatric structure. It is not
our deci sion

15 of what drugs should be studied. That should be
left up to

16 the experts in pediatrics.

17 [ Slide]

18 This is the Food and Drug

Mbder ni zati on Act of
19 1997, and this is what we call the incentive
program  Sone

20 people call it the carrot in contrast to the

stick, which is

21 the rule, and it is a provision for a 6-nonth
extension to

22 the existing marketing exclusivity or patent

protection of

23 the entire line, and it can be granted to an

entire product



24 line of an active noiety for providing new

pedi atric
25 information that will benefit public health.
The
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1 subm ssions nust cone in response to an FDA
written request,
2 and | will go over this in alittle nore detail

3 [Slide]

4 This slide provides you the Pediatric
Rul e, which

5 | think you all have been briefed on as far as
t he

6 menbership of this conmttee yesterday. In this

rule, this

7 is what we kind of refer to as the stick or a
mandat e, and

8 it provides that a product under review nust
provi de

9 pediatric information if the indication under
reviewis a

10 disease found in children. |If a disease is
not found in

11 children a waiver may be granted. And, this
is one of the

12 maj or problens that we have with the

application of the



13 Pediatric Rule, that we issue far nore nmany
wai vers than we

14 i npl enment this rule sinply because nmany of the
di seases, or

15 | should say nost of the applications and
products are being

16 devel oped in comon adult malignancies that do
not have this

17 ability to extrapolate into pediatric

i ndi cati ons.

18 [ Slide]

19 Most peopl e or many peopl e have
difficulty in

20 conpari ng the FDAMA incentive versus the
Pediatric Rule, and

21 what | have attenpted to do in this slide is to
provi de you

22 a listing or a conparison of FDAMA versus the
Pedi atric

23 Rule. FDAMA is a voluntary program It
applies to the

24 entire product line, the incentive does.

There is no
25 restriction on eligible pediatric diseases. It
only applies
65
1 when there is an underlying patent or
exclusivity



2 protection. (Obviously, you need sonething to
ext end.

3 Bi ol ogi cal s and sone ot her products are excl uded
and or phan

4 drugs are included.

5 In contrast to the FDAMA, the 1998
Pedi atric Rule

6 has the foll owi ng characteristics, and these
include that it

7 is mandatory if the disease is found in adults
and chil dren,

8 it must be studied in children. It only applies
to the

9 product and the indication under the review
rather than to

10 the entire product line, and it only applies if
t he

11 pedi atric disease is simlar to the adult
di sease. It

12 applies to biologics, and orphan products are

excl uded.

13 [ Slide]

14 This gives you an indication of how
pedi atric

15 exclusivity cones into being the actual process
of how t he

16 FDA works with this. A proposed pediatric



study request is

17 usual |y generated. Who can generate this
pedi atri c study

18 request? Virtually anyone. It could be a
cooperative

19 group; it could be an acadenmic; it could be a
conmer ci al

20 sponsor; it could be any other interested
third party. A

21 witten request is then generated fromthe
FDA. This

22 witten request is very inportant because it
has the exact

23 specifics that nmust be foll owed, and these
speci fics nust be

24 followed to the detail to allow granting of the

event ual
25 exclusivity.
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1 So, in response to a proposed
pedi atric study
2 request, a witten request is generated from
the FDA. A
3 sponsor, if they are willing to do it --
remenber, this
4 programis voluntary -- submts study

reports after



5 conpleting the required studies and then the FDA
det er m nes,

6 as it would in any review of an application, the
scientific

7 validity of the material that is submtted to
det erm ne

8 whether it neets the specifics of the witten
request that

9 is generated fromthe FDA. Because we have had
a paucity of
10 proposed pediatric study requests, we have taken
t he
11 initiative to generate some witten requests on
our own from

12 the Division | evel of Oncol ogy Drug Products

recently.
13 [ Slide]
14 Let me give you the idea or the

concept of this

15 pediatric plan that we are asking you to

consi der here and

16 to comment on. As | stated before, if sonmebody
(S

17 devel oping a drug in an adult indication, such
as breast

18 cancer or such as prostate cancer, it is going

to be hard to



19 say where do | go with this drug in pediatrics.
It requires

20 really, if you take a step backward, a whol e
pl an to devel op

21 this drug.

22 One has to take a | ook at the dose in
pedi atrics,

23 the toxicities in children that m ght be unique.
What

24 pedi atric disease do you study it in? Well,

there m ght be
25 sonme di seases that nay be applicable if you know
a specific,

1 for exanple, genetic nutation such as in the STI
drug that

2 Dr. Smth referred to. However, for the vast
maj ority of

3 cases we are dealing in an area where we
don't know what

4 pedi atric disease this may work into. So,
therefore, you

5 woul d need sone type of screeni ng Phase |
study to

6 determ ne the eventual activity of the drug, if
it does have

7 activity.
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8 This is a very risky process and we
are aware of

9 this, and this whole plan that we are devising
IS some way

10 of sharing the risk of developing an entire
oncol ogy drug

11 for pediatrics with the sponsor. So, the
fol |l ow ng

12 provi sions have been made: An overview, dosing
and

13 phar macoki netics in the Phase | one study nust
be done. W

14 need this informati on obviously to proceed
further. What is

15 the dose of the drug? Wat are the toxicities?
16 Then, Phase Il or pilot studies in a
range of

17 potential indications can be perforned, and

t hese are

18 usually stipulated in the letter or there is
sone

19 flexibility and here, again, we would

encour age strongly

20 sponsors or people that have received a
witten request to

21 di scuss what Phase |l studies they want to do

with the



22 pedi atri c academ c/ cooperative group
community. Pediatric

23 patients are an inportant national resources.
We do not

24 want themto be used as a commodity. They

shoul d be used i
25 the best -- and | shouldn't even use the word
"used" but
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1 they should participate in the best designed
scientific

2 studi es, designed to ask the nost inportant
questi ons.

3 Here, again, this plan is to
i ntroduce either old

4 agents that have not bee studies, and by old
agents | nean

5 approved drugs in oncol ogy, or new nol ecul ar
entities that

6 have not been approved yet by the FDA. It is
inportant to

7 note that this devel opnment plan is not a
suppl enent al NDA

8 since efficacy does not necessarily need to be
denonst r at ed.

9 Qovi ously, we would want efficacy to be

denmonstrated i f the



10 drug is active and for us to |abel this drug as
well as to

11 approve this drug for a pediatric indication if
war r ant ed.

12 This applies to both new agents and approved
agent s that

13 have not been adequately investigated in

pedi atri ¢ oncol ogy.

14 [ SlIide]
15 Let's take a | ook at the first stage
of

16 devel opnent, and this correlates basically with
a cl assi cal

17 Phase | study in nedical oncology or pediatric
oncol ogy.

18 Phase | studies would be done to determne

t he dose, the

19 phar macoki netics and the toxicities --

pretty

20 straightforward. Roughly, about 25 patients
woul d be

21 pl anned to be entered, and here again we

have sonme

22 flexibility. Qoviously, nobody knows a
priori, before

23 starting the study, exactly how many

patients would be



24 entered on a Phase | study. So, there would be
a range here
25 and sone flexibility.

1 The inportant point here is if
unaccept abl e

2 toxicity occurs the devel opnment woul d stop and

an
3 exclusivity extension would be granted -- pretty
gener ous,

4 right? The reason behind this is we | ook at
this as an

5 exceptional situation. W feel that there would
be very,

6 very, very, very, very few drugs that would go
to Phase | in

7 pedi atrics and woul d be stopped because of
unaccept abl e

8 toxicity. Nevertheless, if sonebody nakes
a good faith

9 effort in developing this drug and

proceeding with a

10 devel opnent plan to a point where they can no
| onger

11  proceed, then we believe that this has been a
good faith

12 effort and, therefore, they should be rewarded

by the
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13 granting of exclusivity. W viewthis as a
very generous

14 concession, in a sense, but we realize this is
an i nportant

15 aspect to pronote and act as a funnel of
getting new drugs

16 to the pediatric oncology comunity.

17 The nost inportant aspect, rather

t han

18 concentrating on an exception, is where we
bel i eve nost of

19 the drugs will go, and that is if the toxicity
(S

20 acceptabl e, and here, again, that is a decision
that will be

21 made by the pediatric, academ c and cooperative
group

22 community, the devel opnent of this drug should
proceed to a

23 second stage and this is the vast ngjority of

cases, and

24 let's go on to that second stage.
25 [ Slide]
1 Here, again, it is rather genera

because we

2 cannot dictate specific situations to a genera
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pl an such as

3 this, what we are | ooking for in our Phase |
studies is

4 what is the activity of this new nol ecul ar agent
or an

5 exi sting approved agent in pediatric

mal i gnanci es? So, we

6 would propose that Phase Il studies would be
done and here,

7 again, it would depend on what di sease one is
studying. |If

8 it was a very refractory situation one could
take a | ook at

9 singl e agents. Perhaps we would take a | ook at
wi ndow

10 studi es, perhaps at add-on studies or pilot
studi es of

11  various conbinations to denonstrate an agent's
12 characteristic and contribution to the foll ow ng
13 ef fi cacy, perhaps using surrogate endpoints such
as response

14 rates, such as tine to progression, and this
woul d al so

15 provide justification for further
devel opnent to exam ne

16 clinical benefit.



17 [Slide]

18 Possi bl e outcones after the Phase

Il portion --

19 well, if efficacy is denonstrated on the

basis of a

20 surrogate endpoint, this may lead to a

concept known as

21 accel erated approval or subpart (h), and for

t hose of you

22 who are unfamiliar with this FDA provision, it
allows us to

23 approve drugs on the basis of a surrogate
endpoi nt such as

24 response rate, such as time to progression, with

an approval
25 for marketing with a commtnent that a clinical
benefit such

1 as a survival benefit or a palliative benefit in
ternms of

2 synpt ons be subsequently studied in a Phase |V
comm t ment .

3 But, anyway, if efficacy is denonstrated there
is a

4 possibility for accel erated approval, allow ng
for full

5 mar ket i ng of the drug.
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6 If there is no beneficial effect that
i s observed,

7 then the devel opnent is halted and stopped. The
drug sinply

8 doesn't work. Here, again, a good faith effort
has been

9 made in the devel opnent of this drug and even if
t he Phase

10 Il studies are what we would call negative in
t hat they have

11 not shown anti-tunor activity in a particular
di sease to

12 warrant further devel opnent, exclusivity would

be granted on
13 this attenpt to provide further information.

14 We woul d hope the latter or the
third portion is

15 the nost common one, and that is if results
are prom sing

16 but not sufficient to support approval a
commtnent to

17  further devel opment woul d be made. As stated
here, in al

18 three cases granting of exclusivity extension
can be made.

19 It is inportant. W are interested in good



gual ity dat a.

20 The granting of exclusivity on "negative" data
whet her it be

21 a negative Phase | study with prohibitive
toxicity or with

22 negative clinical results does not nean that we
are

23 accepting poor quality data, studies

that are poorly

24  conducted. W are interested in working

with the
25 cooperative groups to guarantee the best
scientific

1 integrity of the studies, and we will be | ooking
quite

2 closely at how these studies are perforned in
our review

3 process.

4 [ Slide]
5 The results of the conpletion of a
pediatric

6 devel opnent plan are listed here. The results
are

7 summari zed in a study report and submtted to
t he FDA where

8 a determ nation based on neeting the proposal is
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finalized

9 Upon review, if the conditions of the initial
witten

10 request are net, regardl ess of outcone, a 6-
nont h

11 exclusivity extension may be granted. W are
| ooki ng for

12 well designed, well executed studies where
negative results

13 can qualify as long as these studies are well
desi gned and

14 well executed. Qur intent is a prospective plan
to produce

15 and to really introduce new i nformati on of

i nportance to the

16 pedi atri c oncol ogy comunity.

17 In the year | have been here, although
as | have

18 stated before I amnot a pediatrician, because
of Di anne's

19 i nfl uence and because of Steve's influence, it
has been on
20 our radar screen to nake pediatric oncol ogy an
i mport ant
21 el ement at the FDA. Not only have we witten
this plan up

22 in a guidance, which is on our web site and |



woul d

23 encourage all of you that are interested
to view that

24  guidance, but also we have taken an active

recruitnment
25 posture as far as recruiting two
addi ti onal pediatric
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1 oncol ogists to our review staff. W have 20
medi cal

2 oncol ogi sts, three of which are pediatric
oncol ogi st s,

3 really to underscore our comnmtnent to the
pediatric

4 oncol ogy community in devel opi ng drugs.

5 There is only a certain anount that
t he FDA can

6 do. W do not nake |l egislation. W can
sinply inpl enent

7 what has been done, and this is an attenpt
basically to

8 i ntroduce new agents into the existing
structure. To

9 reiterate once nore, we believe that the
relationship

10 bet ween the investigators, between the

cooperative groups



11 and the NCI is an inportant one. W are here
as a

12 facilitator, working with the regul ati ons

t hat we have at

13 hand -- again, we do not make | aws; we
interpret them and

14 execute them But, this is an attenpt to funne
new agents,

15 to funnel drugs that have not been properly
studied to the

16 peopl e who we think can study them can give us

t he answers

17 that will lead to inportant infornmation.
18 Al though | am presenting it, this work
has been

19 done by many people. Dianne has been actively
i nvol ved with

20 it. Steve Hrschfield has been actively
involved with it,

21 as well as the entire pediatric teamthat D anne
over sees.

22 So, | amopen for questions but really I would
like to

23 defl ect the entire questions not only to nyself
but D anne

24 and Steve al so since they have been active

participants in



25 this program Thank you.

1 DR. CHESNEY: Thank you very nuch, Dr.
Pazdur .

2 That was extrenely clear and hel pful, | believe,
to all of

3 us. | amwondering, Dr. Weiner, would you like

to respond
4 first to Dr. Miurphy's request or wait? Ckay.
Yes,

5 guestions for Dr. Pazdur? Dr. Finklestein has

the first
6 one.
7 DR. FINKLESTEIN: | would like to

make a comment,

8 a coment that | also nade at the February
nmeet i ng and have

9 made subsequently. | am probably the senior
pedi atric

10 oncologist in this room and for nost of ny
career the FDA

11 was "we" and "they." But, in February I
concl uded that it

12 is "we" and "we," and since then | have
absol utely wat ched

13 what has happened at the FDA and | am convi nced
that it is

14 "we" and "we." The tone that | hope we wll

adopt for the
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15 rest of the neeting today will accept the fact
that we

16 really are all on the same side of the fence.
17 Now, since the February neeting, in

t he spring,

18 with Geg Reaman, who is sitting right opposite
me, who has

19 the sane hairdo so you can recognize him --

20 [ Laught er ]

21 -- co-chaired a neeting, and in that
neeting was a

22 group that canme fromthe FDA, the NC, PhARMA,
t he

23 cooperati ve groups and the public, and the

pedi atric

24  oncologists. All the participating parties were

in the sane
25 room with one goal in nmnd, that is, to advance
t he therapy

1 for children with cancer. So, | am convinced
that the FDA

2 will not direct, but | amconvinced that the
FDA wi || work

3 wth us in advancing the care of children with
cancer.

4 Research is the standard of care.
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5 Now, ny colleagues in pediatric
oncol ogy | know

6 wll absolutely agree with the next statenent,
we spend a

7 ot of time in the multi-disciplinary approach
to children

8 wth cancer. This was alluded to by Ml col m
So, consent

9 fornms are inportant to us. Al of us as
psychol ogi st s,

10 soci al workers, psychiatrists, people who
spend tinme with

11 our children, with the siblings, with the
famlies, we

12 recognize that when a child is diagnosed
with cancer we

13 change the famly's life forever

14 So, | look at what we are doing
today as j ust

15 another tool in working with this community
whi ch |

16 menti oned, which Geg co-chaired, to advance

therapy with

17 cancer. | don't think one aspect is going to
direct the
18 other. | think we will all work together.

So, | don't



19 consider FDAMA a threat. | |look forward to
finding out, as

20 Ri ch Pazdur pointed out, how we can use the
rule, the

21 exclusivity, the interpretation to help
children with

22 cancer, and if you can't do it conpletely in
t he FDA, and |

23 don't think you can, we will do it through the
NCl; we will

24 do it through the cooperative groups; we wll

do it through
25 the public. | think working together we wll
get the job

1 done. Thank you.

2 DR. CHESNEY: Thank you very nuch.
Dr. Friedman?

3 DR. FRIEDVAN. Richard, one question,
for a drug

4 that clearly is nowin the Phase Il or
better stage for

5 adults where a drug conpany has a cl ear
i ndi cation that

6 there is going to be a marketabl e agent that
wi ||l produce

7 financial gain, the plan you have outlined
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seens quite

8 reasonable. For a drug that is in very early
st ages of

9 adult evaluation, Phase | potentially, where
t hey are not

10 sure there will be any financial gain to the
organi zati on at

11 all, the real tinme where pediatric oncol ogists

say, "gee,
12 we'd love to get this drug; it's in the |ab,
we'd like to
13 get access to it in the lab; we'd |like to get
access to it

14 inthe clinic,” there, where a conpany has

| ess strong

15 conviction that the drug will ever produce
financial gain

16 for them | don't see that there is the sane
incentive for

17 themto expand to pediatrics with that and get
an increase

18 in exclusivity which nmay never be of any neaning
to them

19 How do we deal with that issue?

20 DR. PAZDUR: | think that potentially

is a problem

21 because, obviously, exclusivity has to be



attached to a

22 patent, in a sense, or sonething that is in
exi stence. W

23 have been nmaking efforts to basically pronote
this when we

24 nmeet with conpanies in all of our neetings,

whet her it be
25 end of Phase | neetings or IND neetings, to
encour age them
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1 to participate in this.

2 | would hope also that there may be
some

3 conpetition even within the cooperative groups -
- not

4 conpetition within the cooperative groups but if
mul tiple

5 agents are comng forth obviously there is a
[imted nunber

6 of patients to be entered on these protocols,
and per haps

7 this woul d provide an incentive for the
conpanies to cone to

8 the pediatric groups earlier on in the course of
the drug

9 devel opnent process.

10 DR. FRIEDVAN: Let ne follow it up



wi th one nore

11 guestion that may reflect ny ignorance of the
regul ati ons,

12 but if you have a conmpany with a reasonabl e
portfolio of

13 agents that are out there that are being

eval uat ed, sone of

14 which are clearly being sold and yet there are
clearly, in

15 the devel opnental side of that organization
drugs that we

16 are interested in accessing to pediatric

oncol ogy, why

17 cannot we use a carrot that says we will give
you

18 exclusivity for one of your agents because we
clearly see

19 the profit that will come to you fromthat but,
in return,

20 we want to access for the pediatric oncol ogy
comunity

21 conpounds A, B and C which may or may not ever
make the

22 financial gain for your organization? Wy does
it have to

23 be linked to the single drug we want in

pedi atrics? Wy not



24 give thema financial carrot, and the bigger the

drug the
25 nore one can ask from that organi zation?
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1 DR PAZDUR: Well, we don't make | aws.
That is

2 one of the problens.

3 DR. MJURPHY: Actually, just to address
t hat

4 question first, that was di scussed. There have
been vari ous

5 mechani snms that have been di scussed, and that is

called the

6 "W ld card" exclusivity which a conpany woul d be
able to

7 apply to any of their products. | can tell you
that it has

8 been discussed. | can tell you that in |ooking
at the

9 econom ¢ i npact of what we are doing already, it
is very

10 costly, and that is without the wild card. In
ot her words,
11 the FDAMA activity, as it is right now and |
can't say any
12 nore than that, this is costing us, and it is

one of the



13 things that will be discussed in the FDAVA
assessnent by

14 Congress -- how much is the cost to the

t axpayer and to

15 soci ety to devel op these products for

children? 1 ama
16 pediatrician. | think it is |ong overdue.
The Acadeny

17 thinks it is long overdue. Many people who

t ake care of

18 children think it is long overdue. | just want
to put forth

19 that we have been doing the math on this and
this is an

20 expensi ve program and people are going to have
to make a

21 cut.

22 So, | just want to say, first of all,
t hat

23 alternative approaches have been di scussed.
They are even

24 nore expensive. Now, that doesn't rule them

out, and people
25 may | ook at that again in the re-authorization
of the

1 | egislation. That may be | ooked at agai n.
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2 | know we have enphasi zed how often
you can't

3 extrapol ate or where the diseases aren't the
same, but where

4 a product is in-house and the disease is the
sane and it is

5 early on, you could use the rule if exclusivity
wer e not

6 going to be applicable for sone reason

7 DR. CHESNEY: | think Dr. Balis has a
guesti on.

8 DR BALIS: In twenty years | have
pr obabl y

9 treated two patients with colon cancer and there
are reports

10 of it occurring in kids. So, if a conpany cones
to the FDA

11  with an application for colon cancer you could
t heoretically

12 say that it should be studied in children since
it occurs,
13 but that literally probably would take centuries
to do.
14 \What is the cut-off that you have in terns of
i nci dence of
15 di seases to apply the rule?

16 DR. MJURPHY: We have two criteria for



the rule.

17 One is a neaningful therapeutic benefit and the
other is

18 substantial use. You can qualify under either.
You do not

19 need both. So, the substantial use is 50,000
popul ati on,

20 however, there are popul ati ons which do not
neet t hat

21 substantial use but nmay neet the meani ngful

t herapeutic

22 benefit. In other words, it would provide

a neani ngf ul

23 therapeutic benefit to have the information that
we need to

24 dose it and to know what the safety is for that
popul ati on,

25 and then the rule would allow us to require
t hose st udi es.

1 DR. H RSCHFI ELD: W haven't cone to
t hat

2 situation, and if we ever get a bl ock-buster
drug in colon

3 cancer, of which there really none right now,
t hen we

4 potentially could face that. W have | ooked at
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bal | park

5 i deas of several hundred cases which woul d sort
of be a

6 threshol d.

7 | would just like to reiterate
sonet hi ng t hat

8 Jerry Finklestein said to answer Henry

Fri edman' s questi on,

9 and that is the working together approach
because we are

10 very excited about having coll eagues who are
pedi atric

11 oncol ogi sts and i ndustry, and many of them took
time out of

12 their schedules to be here today with us in the
audi ence,

13 and we think by having advocates in the
conpani es, as wel |

14 as inquiries fromthe NCI, as well as

inquiries fromthe

15 cooperative groups and the investigators, as
wel | as

16 inquiries fromthe parents and the patient
advocacy groups,

17 as well as receiving letters of invitation from
us to

18 partici pate that we hope that that conbination



woul d be

19 sufficiently persuasive that these new drugs
coul d be made

20 avail abl e.

21 DR. PAZDUR: The other point | want
to mention is

22 | think we have to have sone integrity and
credibility here

23 in the application of these rules. To try to
extrapol ate

24 and say that col orectal carcinoma or breast

cancer or |ung
25 cancer is a pediatric disease | think would
produce a | ot of

1 probl ens with our sponsors. Ckay? And,
al t hough we m ght

2 like to exert a heavy hand, there are situations
t hat |

3 think for the sake of continued really good
faith effort in

4 pronoting this, we should ook at this in a very
obj ective

5 fashion.

6 DR. CHESNEY: Dr. Reynolds, did you
have a

7 guesti on?



8 DR. REYNOLDS: Yes, thank you. Wthin
t he
9 Chil dren's Cancer Group, strategy group for
neur obl ast oma as
10 well as the new approaches to neurobl astoma
t her apy
11 consortium as well as we think probably
within the
12 Children's Oncol ogy Goup as this is forned,
we have a
13 stated commtnent to do devel opnent of
agents based upon
14 good preclinical data, and we have relied for
t he nost part
15 upon | arge nunbers of cell lines available in
vitro to
16 determ ne activity for nost agents, and that has
served us
17 well. One of the frustrating conponents of this
has been in
18 getting access to new agents as they are being
devel oped
19 within the pharmaceutical conpanies, and
know there is
20 di scussion of using this sort of preclinical
nodel ing to

21 devel op priority schenes within the



Chil dren's Oncol ogy
22 Group beyond just neurobl astonma that woul d
address sonme of

23 the questions such as Susan has addressed, and
that is, what

24 is driving what we are going to do within the
testing here.

25 Is it the need to test an agent for exclusivity
or is it the

1 science? And, since there are limted nunbers
of patients,

2 good preclinical nodels are extrenely inportant
in

3 devel oping the prioritization of doing Phase |
st udi es.

4 You nmentioned facilitation with the
FDA. Can the

5 FDA facilitate getting these agents early on
into the

6 | aboratories of investigators studying pediatric
cancer so

7 we mght see if they have sone prom se and
warrant further

8 testing in children rather than just adults?

9 DR. HI RSCHFI ELD: A good point, an

i nteresting

10 strategy. Qur grip is essentially when

sonething i s nade
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11 available for clinical use, and for the nost
part that is

12 where our responsibilities and our mssion |ie.
In terns of

13 maki ng agents avail able for |aboratory studies,
we don't

14 have any regul atory authority.

15 DR. REYNCLDS: Have you had probl ens
obt ai ni ng

16 these agents? Because ny experience in the
academ c world

17 has usual |y been that conpani es have given the
agents out

18 for preclinical studies. W, for exanple,
have wanted to

19 study any farnesyl transferase inhibitor in
neur obl ast oma

20 and | don't know of anyone who has been able
to do such in

21 vitro, certainly not in ny |aboratory.

22 DR. PAZDUR. Here, again, | would
like to

23 reiterate that the decision of what drug
shoul d be studied

24 by a specific cooperative group is not an FDA

deci si on.
25 Qoviously, it is that group's decision and it



shoul d be made

1 on your scientific assessnent, whether it be on
preclinical

2 assessnments or on perceived clinical potential
of the drug.

3 DR REYNOLDS: True, but we are not

getting access
4 to these, nor is industry even returning phone
calls or

5 | etters requesting access to these agents. So,
if there

6 could be sone facilitation through the
cooperative group and

7 the NCI by FDA for getting agents in for

preclinical testing

8 | think we would all benefit, including the
conpani es.

9 DR PAZDUR: W heard that, and we
will make it a

10 poi nt in our discussion with the conpani es when
we nmeet with

11 themon preclinical natters.

12 DR. CHESNEY: Dr. Spiel berg?

13 DR SPIELBERG | think we are al
struggling with

14 a lot of issues here. On the other hand, |
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think a

15 perspective that Dr. Finklestein put forth is
absol utely

16 uni que. Probably in no other area of pediatric
t her apeutics

17 ri ght now do we have the opportunity to nake
such changes as

18 we do here. The presentations this norning had
better

19 sci ence than al nost any other therapeutic area
that this

20 group has dealt with but even nore inportant

is what Dr.

21 Fi nkl estei n enphasi zed. W have here
representatives from

22 the best pediatric clinical organization for
doi ng

23 i nvestigation anywhere in any therapeutic

area. There

24 really is a network. Oher groups tal k about

net wor ks;
25 there really is a network.
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1 Even nore inportant, we have the
cognate of COGif
2 you will within industry of pediatric

oncol ogi sts now wit hin



3 the industry who have been trained nostly from
t he sane

4 ki nds of prograns. The issues of early access
apply really

5 throughout all therapeutic areas, but often
there are no

6 advocates within industry within whomthe

pedi atri ci ans who

7 are taking care of the patients can actually
interact. CQur

8 best hope, | believe, for those early
interactions and for

9 solving the issues of exclusivity and coni ng
up with other

10 novel ideas is the fact that we have rea
advocates within

11 the industry, comng fromthe sane prograns,
dealing with

12 the sane patients, trained under the sane
ci rcunmst ances, who

13 recogni ze these issues.

14 Havi ng spent 25 years on the other
side in
15 pediatric clinical pharnmacology, | had the sane

frustrations
16 in all sorts of different therapeutic areas of

calling a



17 conpany blindly and ending up with no one to
talk to, and

18 bei ng turned down repeatedly. The whol e

i ssue of early

19 access, of working out these prograns, of
trying to get

20 advocacy within conpanies is having, if you
will, plants

21 within conpanies, and we have the uni que
opportunity here

22 because we have a | arge nunber of pediatric
oncol ogi sts

23 wthin conpani es who can act as advocates, and
many of whom

24 are here today and are active participants in

t hat process.
25 In no other therapeutic area do we really have
t hat sane

1 ki nd of opportunity.
2 So, the issues of early access is in

knowi ng whom

3 tocall. You know, it is the old ghost-buster
story. The

4 i ssue here is that we have ghost busters now
[ined up in

5 multiple different conpanies. [Is it always
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goi ng to work?

6 O course not. If it works with a couple of
compounds t hat

7 the COG needs to get into early eval uation and
preclinical

8 nodel s, that is where it is going to happen. It
is going to

9 come from personal contacts and interpersona
cont act s.

10 | f we need advocacy to solve the

ki nds of things

11  that Dr. Mirphy was tal king about, either
nodi fi cati ons of

12 FDAMVA or wild card approach because of the

nat ure of things

13 -- for exanple, we are already doing very well
with all of

14 the ancillary drugs that are used in oncol ogy
t hat keep

15 children alive, the antibiotics, the things
that relieve

16 pain, the things that relieve nausea --
t hose all work

17 pretty well under FDAMA right now. There may be
a way of

18 sayi ng, okay, if you are working on conpounds

that are used



19 in oncol ogy, sonehow or another working out sone
mechani sm

20 as those conpounds get nore benefit because

you are al so

21  working on a conpound which is a very orphan
drug that you

22 are introducing to actually attack the tunor --
there may be

23 creative ways of doing this, but the way that we
are going

24 to do it is exactly what Dr. Finklestein

descri bed at the
25 begi nning, the fact that there is incredible
good wi ||

1 w thin the agency right now, as well as
pediatric

2 oncol ogi sts within the agency, pediatric
oncol ogists in

3 i ndustry and pedi atric oncol ogi sts out there
actual ly doing

4 the studies and treating the Kkids.

5 So, | think while, indeed, the cup is
still half
6 enpty and we have a long way to go, | feel it

is nore than
7 hal f full because we have all these people

here today, and
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8 all these people are listening and they are
listening to Dr.
9 Winer's concerns; they are listening to the

concerns of the

10 oncol ogists. It is not going to be sinple, but
t he bottom
11 lineis if it is inportant and it needs to be

done, it wll

12 be done in the context of all these people
wor ki ng t oget her.

13 DR. CHESNEY: Thank you, Dr.

Spi el berg. Dr.

14  Nel son?

15 DR. NELSON: In listening to this, |
guess in the

16 formof a corment | amgoing to ask a question
about FDAMA

17 and see if there is an angle on this early
access that m ght

18 be viable. M understanding of FDAMA is a
conpany needs to

19 respond to a witten request. The witten
request i s shaped

20 by the notion of what mght be in the interests
of pediatric

21 patients and in the public health. It strikes

me t hat



22 cooperation at the level of the formation of the
witten

23 request fromthe standpoint of preclinical

nodel i ng of what

24  drugs ought to be in the pipeline, and the like,

that at the
25 written request |evel one could focus those to
conpounds

1 that the oncology conmunity truly wants to use.
So, it

2 would then be driven by science and by the
priorities of COG

3 wthinthe formation of the witten request.

4 A coupl e of concerns though, since the
noti vation

5 to use the rule instead of FDAMA is at
potentially sunsets,

6 unless it gets approved which is where | think
some of the

7 warni ngs about expense cone in and the political
process, if

8 a witten request is issued before it sun sets
but, vyet,

9 there hasn't been a response | don't know what
t he situation
10 would be in terns of allowi ng that exclusivity

to still

87



11 exist. | amalso not clear about the inpact of

t he

12 excl usi on of biologicals and how that is defined
in ternms of

13 sonme of the new agents that are trying to do
ant i body-

14 medi ated sort of attacks at receptors and that
sort of

15 thing, and whether that is a | oophole in the

appl i cation of

16 FDANMA.
17 DR. MJURPHY: Let ne try to address
first the

18 preclinical part. FDAMA is very clear on that
i ssue. W

19 have to ask for clinical studies and they
actually routinely

20 are pharnmacokinetic studies. Even though they
are done in

21 human bei ngs, they are not considered in that
cat egory but

22 for FDAMA they are because of the recognition
t hat for

23 pedi atri c devel opment dose-fi ndi ng,

extrapol ation, all those

24 i ssues are relevant. So, FDAMA requires us to

ask for



25 clinical studies.
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1 However, when we issue a witten
request, and we

2 have done this, where we think there is critica

3 i nformati on, preclinical information that needs
to be

4  devel oped, we have included it in the witten
request as an

5 i nformati ve process that we will be |ooking for
this, but it

6 cannot be an el enment of neeting the terns of the
witten

7 request. Does that nake any sense?

8 DR. NELSON: It makes sense, but |
guess sonehow

9 you need to decide who to wite that letter to
and about
10 what if part of the process of cooperation is at
t hat | evel
11 not at the level of asking the conpany to do the
clinical
12 studi es but at the | evel of deciding which
compound to focus
13 a witten request to -- if that is where the
cooperation

14 takes pl ace.



15 DR. MJRPHY: Right, that is what we
are trying to

16 construct with this approach, that we work with
t he

17 cooperative groups in issuing witten requests
t hat are

18 targeting those priority products because of al
t he issues

19 that you have heard brought forth today. That
is a real

20 concern to us. You know, we really want to
maintain -- we

21 think our goal is a public health goal here and
to maintain

22 that public health goal we need to have a
cooperative

23 approach to devel opi ng the products for which we
woul d i ssue

24 written requests, and that is what this

structure is
25 supposed to assist in doing.

1 DR. NELSON: Right. | guess just one
bri ef

2 guestion, in facilitating getting certain
conmpounds into the

3 preclinical testing -- | nmean, | would think if
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you were a

4 conpany with a certain conmpound, if you heard
runors that

5 there was an interest in developing a witten
request on

6 that conpound and that a certain physician

wants to do

7 preclinical nodeling, | think it would be in
your best
8 interest to send that conpound to that person.

So, doesn't

9 that begin to make sonme of these connections in
t he pre-
10 witten request phase that are being asked for?
11 DR. MJRPHY: Yes, it appears to nake
good sense.
12 One woul d hope it would work that way. Wat we
are trying
13 to say is that we have certain constraints
wi t hin which we
14 have to work. W wish to devel op the science
and have them
15 putting in these -- | won't use the word

requests but the
16 recognition of certain preclinical areas that
we think are

17 i nportant and, again, doing that in this



context, the

18 oncol ogy context with the process that

you have heard

19 outl i ned today.

20 The question you had about sunset,
try never to

21 answer this question because | am al ways sayi ng
somet hi ng

22 incorrect legally, but ny understanding is that
if we have

23 issued a witten request for a product that is
on the market

24 prior to the sunset, they can bring in the

studies after the
25 sunset and it would still be able to gain that
exclusivity.

1 Now, | have been very open about this,
that I am

2 hopi ng Congress will not have this exclusivity
sunset

3 because | think it is the engine that is driving
pr oduct

4 devel opnent for children and al so the science in
many areas.

5 DR. CHESNEY: Dr. Boyett, do you have

a question?
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6 DR. BOYETT: Yes, | have a question
for Richard.

7  Throughout your presentation you alluded to the
need to have

8 well designed studies, and | think nost of us
agree that our

9 clinical trials should be based on sound
statistical science

10 with a design that specifically addresses the
st udy

11 objective. |If your study conmes fromthe
cooperative groups,

12 | don't have real concern because | know the
design at a

13 very high standard wi |l address the study
obj ective. |

14 don't know how the FDA can provi de assurance
t hat these

15 studies will be well designed if they don't
come through

16 such a nmechani sm because, as | understand it,
the FDA is not

17 aut horized to critique a study design.

18 DR H RSCHFI ELD: Yes, | will address
that. We

19 critique study designs all the tine --

20 [ Laught er ]



21 -- the question maybe is do people

listen to us?

22 [ Laught er ]
23 But when a study cones in, there are
some

24  circunstances where we review the study design
in detail.

25 For a new I ND, study designs are reviewed in
detail. \When

1 sonmeone submts a study design which they say is
for a

2 pivotal study for registration, we reviewthat
in detail.

3 There are a nunber of other protocols that fal

i n between

4 where we do not typically send out our comments.
We | ook at

5 them but, unless we are requested, we don't send
out

6 coment s.

7 In terms of the pediatric witten
requests and

8 pedi atric studies in general, we |ook at the
studies in

9 great detail, and when we say great detail it
nmeans at | east

10 -- at least two physicians review ng the
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protocol plus at

11 | east two statisticians review ng the protocol
and, if need

12 be, we al so have bi opharmaceutical consultation
and toxicity

13 consultation

14 DR. BOYETT: |If | could just follow
up, | would

15 hope that you woul d provide coments, especially
for these

16 that are going to argue for exclusivity for
their drug. W

17 have had the experience in Menphis, just this
past year, of

18 an investigator comng to us with a "FDA
approved” trial for

19 our scientific review comrittee to approve, and
t he study

20 desi gn was absol utely i nadequate for addressing
t he study

21 guesti on.

22 DR PAZDUR: It is difficult to
conment on a

23 speci fic exanple. You know, we do not approve
prot ocol s; we

24 | et them proceed, in a sense. So, you know,

this concept of



25 does the FDA approve a protocol -- no,
technically they are

92

1 all oned to proceed and dependi ng on what | evel
of risk we

2 are | ooking at, different protocols obviously
under go

3 different levels of review Sone are even
exenpt from FDA

4 review if they are using commercially avail able
drugs in

5 saf e doses, and recogni zed routes, wthout a
commer ci al

6 intent, or commercial intent on claim So, in a
sense, it

7 really depends on what the protocol is.

8 | think in this situation where we are
tal ki ng

9 about pediatric oncology and the fact that these
are being
10 done with a commercial intent by the sponsor in
ternms of
11 exclusivity, obtaining exclusivity, these would
be | ooked at
12 qui te cl osely.
13 DR. MURPHY: Could I just say one nore

thing? |



14 think that we are often accused of many
dastardly deeds, but

15 one of the things in the process, as has been
poi nt ed out,

16 is that we allow a protocol to proceed, and we
have a

17 nmechani smcall ed a "hol d" mechanism W have
very strict

18 gui dance and regul ations as to how we can put a
prot ocol on

19 hol d, and we have an entire activity surroundi ng
a reporting

20 mechani sm and when we put a protocol on hold. |
guess | can

21 say we could argue probably for a long tine
about how a

22 poorly designed protocol is a safety issue but,
i n general,

23 we cannot put a protocol on hold unless it is a
safety issue

24 or clearly has to be put on hold for concerns

t hat we can
25 articulate and can justify. Having a design
that we don't

1 agree with -- usually it is not wthin our power

to put the
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2 protocol on hold unless it crosses a certain
t hreshol d.

3 Basically, as | say, it is just totally clear
that it will

4 never be able to achieve the ends that it is

i ntended to.

5 One could argue that that is a safety issue but,
i n general,

6 what | amtrying to say is that the areas in
whi ch we can

7 tell an investigator that they absol utely cannot
proceed are

8 limted conpared to the nunber of protocols
whi ch are not

9 desi gned the way we would Iike themto be
desi gned, but nay

10 still achieve the ends that researcher feels
that they could
11 achieve. So, there is a huge spectrumin there,
as you can
12 i magi ne.

13 DR. PAZDUR. Here, again, | think
there is this

14 basi ¢ m sconception, that is, we do not approve
t hese
15 protocols. This is not |ike NCIC that has a

vested i nterest



16 in these protocols. These are allowed basically
to proceed

17 rat her than a formal approval process.

18 DR SPIELBERG | would like to make
one qui ck

19 coment though because | think it is inportant

t hat peopl e

20 under stand the FDAMA process as opposed to nost
t ypi cal

21 protocols. The witten requests really provide
i ndustry a

22 great deal of specificity, down to the nunber of
patients,

23 the endpoints to be evaluated, the duration of
the trials,

24 in much greater specificity than is typical for

t he average
25 drug study where the sponsor says, "oh, I'd |ike
to study X

1 i ndication,” and then design a protocol which is
t hen
2 submtted to the agency for review. In

setting up the
3 witten request a great deal of specificity,
i ncluding the

4 i ndi cation, the precise nunber of patients,
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t he precise

5 nature of the study -- because at the end of
t he day,

6 provi sion of exclusivity is dependent on the
agency

7 reviewi ng step by step the witten request
agai nst the

8 material.

9 So, in fact, the agency really has a
great deal

10 nore control over the nature of the studies done
under FDAMA

11 than under typical studies, and one would
certainly hope
12 that in areas where there is difficulty
desi gni ng studi es
13 the input conmes fromthe subspecialists, etc.
to make sure
14 that that negotiation which goes on with the
FDA results in
15 a protocol that truly is going to get the
information the

16 kids need and | think that process has worked

extrenely
17 wel | .
18 DR. PAZDUR: One of the other

features, we neet



19 with sponsors on a continuous basis, going
over these

20 protocols and for inportant protocols such as
this that we

21 are looking for inplenmentation in this program
we woul d

22 probably nmeet with the sponsors and go over

t hem

23 DR. MJRPHY: | guess one of the
confusions here is

24  that maybe we are tal king about two different
activities

25 when we tal k about the hold i ssue and we talk
about the

1 general procedure. Wat Steve is addressing is
the witten

2 request process which is very different. The
process for

3 drug devel opnent for children under FDAMA is
very different

4 than the routine process because FDA does have
t remendous

5 anount of authority in what they ask for in
their witten

6 requests, and that is why it is very inportant

t hat we have
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7 expert input and cooperative effort.

8 | would also like to say that for any
serious or

9 life-threatening disease we will neet with the
sponsors
10 early on in the devel opnment of the product.
Again, this is
11 not FDAMA; this is just in general but
particularly when you
12 | ook at the Pediatric Rule. There are nany
aspects of this
13 and it clearly tells us for all pediatric drug
devel opnent
14 that we will neet with the sponsors and talk
about their
15 pediatric plan for serious and |ife-threatening
di seases at
16 the end of Phase I, and for other non-serious or
life-
17 threatening diseases at the end of Phase I1I.
That is in our
18 regul ati ons.
19 So, we are neeting with our sponsors.
But, again,
20 it comes back to what | said the first tine, it
i s advi sing

21 but what we would want themto do, what we wll



do, and

22 where we will conme out in the end are sonetines
not al ways

23 the same. However, under the rule, again, we
can require

24  studies and we would work with the sponsor in

devel opi ng
25 what those studies are, but that is a different
process than
96

1 the exclusivity process.

2 DR H RSCHFI ELD: And, our witten
request

3 tenplate says that the trial designs should have
t he i nput

4 of pediatric oncologists, and all the studies
shoul d be at

5 facilities which are specialized in the
treatnent of

6 children with cancer. So, that is a condition
generically

7 of the witten request.

8 DR. CHESNEY: W don't have anybody
schedul ed for

9 the open public hearing, and we have three
peopl e who have
10 been patiently waiting to ask their questions

here, and we



11  want to give Dr. Winer a chance al so. So, ny
thinking is

12 that we allow these three people to ask their
guestions, and

13 any comrents fromDr. Winer, and plan our break
at 10: 45.

14 Dr. Friedman?

15 DR. FRI EDVAN: I think it was covered.
16 DR. CHESNEY: Dr. Gornman?
17 DR. GORMAN: | would like to make a

conment and

18 then ask a question of Dr. Spielberg. As an
outsider, it

19 seens to nme that both the Oncol ogy Group and
t he Food and

20 Drug Adm nistration have worked very hard to
try to fine-

21 tune FDAMA and the Pediatric Rule to nove
children's studies

22 further on. But one of the things |I have

| earned sitting on

23 this commttee is that the FDA is restricted
because it

24 doesn't make laws; it only interprets | aws that

are
25 presently on the books.
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1 There is also the question about early
clinical

2 access for people to drugs that are in
devel opnent by

3 phar maceuti cal conpanies, and I would like to
posit to you,

4 before | ask the question of Dr. Spielberg, that
you are

5 still intervening in the process way too |ate,
and this is

6 not under the aegis of the Food and Drug
Admi ni stration but

7 may be something that the group that sits
across the table

8 fromnme would strive for

9 It strikes me the chem cal nvieties

need to be
10 studi ed for pediatric cancers rather than being
st udi ed

11 strictly for adult cancers and then being
adopt ed for

12 pedi atric cancers, and my question to Dr.
Spielberg is in

13 the devel opment of new oncol ogi ¢ agents, are
there panels in

14 the early testing of clinical noieties before

clinical



15 trials are even considered, specifically
desi gned for the
16 bi ol ogy that we know about pediatric cancers?

Because this

17 is one of the few areas where we have enough

bi ol ogi cal

18 information to do early tests on those types of
agents?

19 DR SPIELBERG | amreally not the

person to ask

20 in ternms of the biology. | think the generic
guestion

21 though is in the screening processes that
normal |y go on

22 wthin conpanies or, for that matter, at NC
do we have

23 enough val i dated nodel s preclinically that

wi |l suggest a

24 pedi atric applicability of a given conpound

early enough so
25 that that conmpound -- for exanple, there may be
a situation
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1 where it doesn't work in any of the adult
preclinical nodels
2 but m ght give hits in the pediatric nodel. You

know, take



3 the tunor type that is atypical for pediatrics
and is there

4 a unique pediatric disease? The real question
is how

5 predictive are the nodels, and are they
currently being

6 included in the general screens, and |I have to
defer that to

7 the oncol ogi sts.

8 DR. GORVAN: | would like to just
foll ow that up

9 because | realize that is a very specific
guestion to ask

10 sonmebody with very general know edge, but there
are three

11 prograns, as far as | understand it, that now
allow -- or

12 that our governnent has tried to make avail abl e
to children

13 drugs. One is the Pediatric Rule, the second

i s FDAMA and

14 the third is the orphan drug program All
t hree were,

15 hopeful |y, designed to test or pronote the
devel opnent of

16 pharmaceutical agents in small popul ations, and

one of those



17 shoul d be tinkered with, in whatever |egal way
t hi ngs get

18 tinkered with, to allow for us to reach back
because in this

19 particul ar area there is enough biological -- |
realize

20 there is a long way fromtesting chem cal

noi eties until

21 they becone clinical agents, but there needs to
be a

22 reachi ng back far enough downstreamthat you are
not left in

23 the position of using drugs that show prom se
for big

24  diseases and then have the devel opnment of agents
25 specifically for the biological of your
di seases.

1 DR. SPIELBERG | woul d point out
confortably as

2 wel | that FDAMA can be applied to orphan drugs
so that if

3 you do have an orphan -- if you have any kind of

4 exclusivity, including orphan drug exclusivity,
you can get

5 an additional six nonths.

6 DR. CHESNEY: Dr. Smith, were you

99



going to

7 respond?

8 DR SMTH. | was just going to echo
Dr.

9 Spi el berg's conmment that there is a rea
guesti on about what

10 the validity of the preclinical screens are,
both in the

11 adult nodel s where they are applied by drug
conpani es but

12 how effective they are, and in pediatric
cancers as wel .

13 We, at the NCI, do recognize this
is apriority

14 area and researchers in the Children's

Oncol ogy Group

15 recognize this is a priority area, and we are
wor ki ng

16 together to try to devel opnent a pil ot
programthat woul d

17 facilitate the screening of new agents, and
todo it in a

18 rapid way so that the information is actually
useful in

19 considering the prioritization of agents.

But, we have to

20 do this recognizing that the systens for the



preclinical

21 screens as of this tinme aren't validated as to
whet her t hey

22 really are predictive, and what shows as
promsing in a

23 preclinical screenisn't truly validated as
bei ng an agent

24 that is going to work for a particular type of

cancer.
25 DR. GORVMAN: Being relatively a
newconmer to this,
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1 with only 12 years of interest in this
particular area, it

2 strikes ne that these sane screens do predict
for the

3 phar maceuti cal conpanies a pathway on which to
go down,

4 which agents showinitial prom se, and then nore
fromthere

5 forward. And, in the restructuring of these

| aws, perhaps a

6 financial incentive for the conpanies that is
meani ngf ul

7 woul d al |l ow that process to devel op nuch nore
rapidly.

8 DR SMTH: And, we think as well that



t he use of
9 NClI funds for researchers to study new nol ecul ar
targets and

10 new agents is an appropriate avenue to pursue as

wel | .
11 DR. CHESNEY: Dr. Fink?
12 DR FINK: My comments were

essentially the sane

13 as Dr. Gorman's, and | think if NCI is already
doing it,

14  obviously getting these preclinical screens
into the hands

15 of the pharmaceutical industry is one of the
answers to the

16 avai lability question, and it clearly falls
out si de, |

17 think, the Pediatric Rule of FDAMA because
these are really

18 or phan di seases and the Pediatric Rule isn't
going to apply

19 to nost of themin terns of nunbers.

20 DR. CHESNEY: One nore question, and
t hen Dr.

21  Weiner and then our break.

22 DR. COHN: Yes, | was just wondering
in ternms of

23 the Pediatric Rule, if someone could just



clarify, if you
24 have a class of drugs that is not necessarily

tunmor specific
25 but pat hway specific, for exanple, the anti-
antigeni c agents

1 which potentially could be used for adult cancer
and

2 pedi atric cancer alike, does the Pediatric Rule
apply to

3 that classification of drugs?

4 DR. H RSCHFI ELD: Dr. Cohn, stay tuned
for this

5 afternoon. That is going to be their topic of
di scussi on.

6 DR. CHESNEY: Thank you, Dr.

H rschfield. Dr.
7 Weiner, any concluding coments? Questions?

8 DR. VEINER: Yes, just two comrents to
response to

9 what Dr. Murphy had asked and al so just by way
of sunmary

10 fromour perspective, and this is a remark that

| made

11 actually in the nmeeting in February that Dr.

Fi nkl estein

12 referred to which is that from our
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perspective tinme is

13 really the issue. In inplenmenting FDAVA and the

Rule, tine

14 is really the question. How |long does it
actually take to

15 Phase | and Phase Il trials in kids, and what
t he meani ng

16 of that in ternms of "incentivizing" the

phar maceuti cal

17 conpanies to do this in pediatrics? WII it be

worth it?

18 From our perspective, anything that really

i npedes t he

19 progress and the efficiency of the systens
involved in

20 eval uati ng agents and getting new i nformation
that is going

21 to be useful for treatnent or kids is a bad
idea. That is

22 all we have got.

23 The second point | really wanted to
address had to

24 do with flexibility. | think, you know, the

conversati on
25 today has yielded a lot of interesting
suggesti ons about how
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1 greater flexibility m ght be brought to bear
With respect to

2 FDAMA and with respect to the inplenentation of
t he

3 Pedi atric Rule, both formal in ternms of the
redesi gn of

4 FDAMA specific provisions for cancer perhaps
and, in

5 addition, an informal nechani smsuch as that
whi ch was

6 suggested by Dr. Spiel berg and by ot hers,
pi cking up on the

7 notion that, yes, there are informal contacts in
i ndustry

8 and personal contacts that, hopefully, wll be
of benefit

9 but there are al so opportunities to bring FDA
to the table,
10 as happened in February, so that we can conme up
with nore
11 creative solutions to getting new agents,
eval uati ng new
12 agents, as well as understanding agents that are
al r eady
13 approved and already in use in treatnent for
kids so that we

14 can have sufficient informati on about those as



wel | .

15 DR. CHESNEY: Thank you for your very
t hought f ul

16 comments, and | understand there is Valium
out si de for our

17 FDA col | eagues who | think have stood up
extrenely well to

18 the challenges presented this norning.

19 | would Iike to reiterate what Dr.
Fi nkl estein

20 said, that | really believe this is a "we/ we"
situation and

21 not a "we/they" and, please, be back by 10:55
and we wi ||

22 attenpt to address the question that the FDA
specifically

23 gave us. Thank you.

24 [Brief recess]
25 Open Public Hearing

1 DR. CHESNEY: W are past the tinme for
t he open

2 publ i ¢ hearing and nobody has signed up but if
there is

3 anybody here today that would like to nake a
comrent at the

4 m crophone, this would be a good tine to do so.
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Yes?

5 DR. REAMAN. | would just like to nake
a conmment

6 because, as Dr. Finklestein referred to
earlier, I was at

7 this neeting in February where there was a
great deal of

8 di scussion, and certainly the end result of that
neeti ng was

9 that this is a "we/we" situation and we are
wor ki ng t oget her

10 very collaboratively.

11 Subsequent to that, in review of the
gui dance t hat

12 was put forth fromthe FDA there were sone
concerns as

13 related to flexibility to sonme of the
interpretation, but |

14 must say from ny perspective now, being
responsi bl e for

15 devel opnent al therapeutics and sharing that
responsibility

16 in the Children's Oncol ogy G oup, | see
absol ut el y not hi ng

17 about the guidance which would |imt the early
access to new

18 agents for children with cancer, and I woul d



real ly appl aud

19 the FDA in everything that they have done to

i nterpret and

20 to renove any obstacles fromthe Pediatric Rule
and FDAMA in

21 ensuring this. Thank you.
22 DR. CHESNEY: Thank you, Dr. Reanman
Any ot her

23 corments? |If not, we need then to go on to the
question to

24 the commttee, and | wondered if Dr.
Hi rschfield, Dr. Pazdur

25 or Dr. Murphy would like to read it or interpret
it for us,

1 or do we take it as witten?

2 DR, H RSCHFI ELD:. | think you could
take it as

3 witten. | could just read it out |oud for
t hose who may

4 not have a copy of the question: Special
characteristics of

5 pedi atric oncol ogy necessitated a nore general
drug

6 devel opnent plan to qualify for the FDAMA
pediatric

7 exclusivity incentive. These characteristics

are rarity of

104



8 the diseases, life-threatening natural history
of the

9 di seases, biological differences between adult
and pediatric

10 tunors, the existence of established cooperative
gr oups, and

11 research protocols as the standard of care. Are
t here ot her

12 areas of pediatrics that have simlar
characteristics that

13 may benefit froma simlar approach?

14 Di scussi on
15 DR. CHESNEY: Thank you. Comments
fromthe

16 conmittee? Yes?

17 DR PRZEPI ORKA: The information that
we have been

18 given so far yesterday and today indicates that
ext ensi on of

19 exclusivity is for drugs and biologics, and |
was wonderi ng

20 if this is also true for devices, such as

cat heters or

21 transdernal delivery systens, or diagnhostics for
pedi atric

22  diseases.

23 DR. MJRPHY: The rul e includes



bi ol ogics. Now, if
24 you look at the list that we did publish under

t he FDAMA
25 requirenent, it did include sonme biologics
because we did

1 not | ook at whet her sonething had a patent or
exclusivity,

2 and because biologics normally don't have
patents -- that is

3 why exclusivity is not usually including those.

So, | am
4 just trying to recognize that there is a little
bit of

5 confusi on about the fact that we did have sone
bi ol ogi cs on

6 that list. W were trying to | ook at products
t hat we

7 t hought woul d have a public health benefit
potentially if

8 they were | abeled so they were on the I|ist.
But, again, as

9 Dr. Pazdur said, you have to have sonething to
attach it to

10 for exclusivity to work. So, that is a problem
in that nost

11 bi ol ogi cs are not approved where they have that

pat ent
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12 mechanism So. Devices -- no. |t does not
apply to that

13 either

14 DR CHESNEY: O her conditions which
m ght qualify

15 as pediatric oncology has? Dr. Fink?

16 DR. FINK: Well, the two groups that |
deal with,

17 cystic fibrosis, although there is a strong
nat i onal

18 organi zation there, and the other would be the
neur onuscul ar

19 di sorders and, again, there is a strong

vol untary health

20 agency that has somewhat taken | eadership

in those two

21 di seases, but they are simlar in that

they are life-

22 threatening; they are orphan di seases; and there
are care

23 networ ks through the CF centers and the NVDA

centers.

24 DR. CHESNEY: Dr. Luban?

25 DR. LUBAN: | would like to add to
t hat group

1 sickle cell disease. Now, while it m ght not be
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life-

2 threatening it certainly is quite norbid

and there is,

3 through the sickle cell centers sponsored

by NHLBI, a

4 growing clinical trials network.

5 DR. CHESNEY: Maybe | could add one
group. |

6 don't think we have any pediatric nephrol ogi sts
in the room

7 but having lived with one for 30-plus years --

8 [ Laught er ]

9 -- who has devoted his career to
trying to bring

10 rare pediatric diseases to the attention of
Congr ess, and

11 their needs, | would just |like to say that
there are nmany

12 renal diseases that also fall into the sane
category as Dr.

13 Fink just mentioned. They are relatively rare.
They have
14 very strong support groups, and | can't
el aborate on them
15 but maybe sonebody el se in the roomcan but
there is a very

16 el aborate nephrotic syndrome network of



i nvestigators that

17 would be simlar to sonme of the pediatric

oncol ogy groups.

18 Yes, Dr. Luban?

19 DR. LUBAN. Perhaps Dr. Hudak or Ward
could

20 comment on the use of the neonatal networks for
sone

21 clinical trials, particularly in prematures.

22 DR HUDAK: Sure, the neonatal network
is an NI H

23 sponsored group of study centers for which there
IS

24  conpetitive application by sites. It is headed

up under NI H
25 CD. I think it has been in existence now for 15
years, and

1 the network I think is a good exanple of how
cooperation

2 between NIH and academ c centers can produce
sonme meani ngfu

3 and inportant results, and it also illustrates,
frankly,

4 sonme of the perils of doing large, nulti-center
trials where

5 there is a significant |ag phase in terns of an
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i dea gets

6 devel oped and when it gets inplenmented, and what
happens in

7 the interimin the clinical centers. But, this
has led to

8 some inportant information and clarification of
therapies in

9 neonatol ogy, and that is a little bit different
nodel than

10 the orphan type di seases because we are never at
a dearth of

11 neonates, and it does target sone of the

i mport ant

12 norbidities that we see in premature babi es.

13 DR. WARD: | think the other area that
is actively

14 involved in multicenter trials is that of the
pedi atric

15 phar macol ogy research units. Dr. Kauffman
wanted to conment

16 about it, but that has allowed al so nmulticenter
trials to

17 proceed in areas of very inportant aspects
of pediatric

18 therapeutics, and to proceed fairly

efficiently.
19 DR CHESNEY: Yes, Dr. Balis?



20 DR BALIS: The other disease | want
toraise is

21  neurofibromatosis, which is a disease that
shares a lot in

22 comon with cancer and which nany of the new
agents that we

23 are devel oping that are nolecularly targeted
may have

24 application, but at this point there really is

no ot her
25 standard t herapy, other than surgery.

1 DR. CHESNEY: Several other categories
t hat have

2 occurred to ne are the i mmune deficiency
di seases; chronic

3 gr anul omat ous di sease, very small nunbers of
patients,

4 inevitably fatal, and | don't know about their
support group

5 but certainly SCl Ds and sone of the other better
defi ned

6 geneti c i mmunodefi ci ency di seases have very
el aborate

7 support groups and networks. Then, the whol e

area of
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8 genetic and netabolic di seases, again,
cystinosis falls in

9 that category but probably other people here
can think of

10 many nore of those. Dr. Danford?

11 DR. DANFORD: | wish I could say
that pediatric

12 cardi ol ogy and heart disease had things in
comon with the

13 research protocols and networks available in
oncol ogy but,

14 unfortunately, | can't. There are scattered
exanpl es of

15 mul ticenter trials but, by no stretch of the

i magi nati on,

16 can we say the standard of care equals Phase |11
trials even

17 in cardiology conditions that are treated with
medi ci nes

18 rat her than surgeries.

19 The one place where we could say that
t here m ght
20 be that kind of a situation would be in devices,
and there
21 the interventional cardiologists do have a well -
devel oped

22 nati onwi de network. Unfortunately, we just



heard t hat FDAMA
23 and the Pediatric Rule don't apply in those
si tuations.

24 DR CHESNEY: Dr. Luban?
25 DR, LUBAN. | would |ike to propose
not a group

1 but, rather, a di sease phenonenon that crosses
groups, that

2 is very, very commpn and requires a potenti al
application of

3 the rule, and that is in thronbosis, chil dhood
t hronbosi s --

4 very, very common; unfortunately, poorly
treated. At this

5 point, no organized clinical trials, although

t here have

6 been sone noves through the henophilia treatnent

centers to

7 i ncorporate thronbosis trials in those groups.
And, with

8 the advent of all of the new | ow nol ecul ar

wei ght hepari ns,

9 it is potentially an inportant avenue to
expl ore.

10 DR. CHESNEY: Dr. Fink, | wonder if
you coul d

11 el aborate or tell us alittle bit nore about
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the cystic

12 fibrosis situation, which |I thought was very
anal ogous to

13 the oncol ogy exanpl e.

14 DR. FINK: Well, there are 125
centers that are

15 partially funded by the National CF

Foundati on t hat

16 participate in collaborative Phase I, Phase II
and Phase 111

17 trials, and recently the National Foundation has
even gone a

18 step further and devel oped ei ght therapeutic
devel opnent

19 network centers that take care of the Phase
and Phase ||

20 trials and to use the entire network for the
Phase 111

21 trials, so that there is even a gradation, and
centering

22 Phase | and Phase Il trials in larger academc
centers that

23 have a | arge popul ati on and heavy research
support has |ed

24 to nore efficient production of Phase |I and

Phase Il trials,
25 and then the Phase Ill trials obviously, because



of pati ent

1 needs, are spread to the wi der network. That
has been a

2 conbi ned effort that really has both federal and

private
3  funding.
4 DR. CHESNEY: Dr. Luban, could you

tell us nore

5 about the sickle cell networks?

6 DR. LUBAN: The National Hearth, Bl ood
and Lung
7 Institute has for years funded sickle cel

centers which are

8 a conbi nation of both basic science as well as
clinical

9 research. For many years the clinical research
was very

10 single-institution directed, and it has just
been within the

11 | ast three or four years that there has been
nmore of an

12 attenpt to bring those centers together and
have t hem do

13 cooperative clinical investigations and the
initiation now

14  of hydroxyurea trials.
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15 My understanding fromthe Branch is
t hat they

16 would like to do nore and nore clinical trials
and, of

17 course, the infrastructure is all paid for

al ready by NI H,

18 with nurse practitioners, data nonitors, in a
simlar way

19 al though clearly in a nuch | ower scal ed way

t han the cancer

20 cooperative groups. Certainly, also froma

bi ol ogi cal

21 perspective, lots of animal nodels, SCID nouse
particularly,

22 as well as pharmacol ogi ¢ mani pul ati on so that as
drugs can

23 be devel oped, and are bei ng devel oped, there
shoul d be a

24 mechani smto do sone transl ational clinica

trials.
25 DR. CHESNEY: Yes, Dr. O Fallon?

1 DR. O FALLON: | believe there is an
Al DS

2 cooperative group for children.
3 DR. CHESNEY: Very active network of
Al DS cli ni cal
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4 treatment units, of which we have one at St.
Jude, very

5 actively involved in sharing data and conpari ng
notes. Yes,

6 Dr. Fink?

7 DR. FINK: Yes, one of the things that
occurred to

8 me yesterday when we were tal ki ng about
psychoacti ve drugs

9 is that alnpost all of the diseases and groups we
are tal king

10 about share the issues of how do you cope at a
famly | evel

11  with chronic disease? How do you adm ni ster
chronic

12 medi cati ons, and what do you do with the
adol escent with a

13 chroni c di sease? And, yet, none of the groups
probably have

14 the psychiatric expertise or naybe the nunber of
patients to

15 take on that issue, and there clearly is a need

acr oss

16 pediatrics to try and understand fam |y and
i ndi vi dual

17 coping and growi ng up with a chronic nedica

di sability.



18 DR. CHESNEY: Thank you. | think we
heard about

19 auti sm yesterday which also very nuch falls
into this

20 category of relatively rare disease with a bad
need for new

21 drugs, new approaches. Dr. Ward?

22 DR. WARD: | would like to just
provi de somet hi ng

23 of an overview. | think we have just heard of
mul tiple

24 areas in pediatric nedicine and pediatric

probl ens that need
25 addi ti onal therapeutic research. | think FDAVA
can work,

1 and is working in many of these. And, fromthe
February

2 nmeeting, the FDA proposed nechani sm by which
trials at Phase

3 | and Phase |1 level could qualify for
exclusivity -- we

4 heard it in its application to oncol ogy drugs,
but there are

5 probably many ot her areas of therapeutics, from
cystic

6 fibrosis to cystinosis to other inborn errors of
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met abol i sm

7 that may benefit fromthat process.

8 When it cones tine for renewal, | have
concerns

9 about trying to create carve-outs for specific
clinical

10 areas, especially if we have a process that
can serve al

11 areas of pediatrics effectively, because if
one area is

12 carved out and identified as uni que many
ot her areas w ||

13 feel they are al so unique, and the potenti al
effect could be

14  an unw ndi ng of congressional support for
renewal . And, |

15 think we have to be very cautious in how we
proceed over the

16 next 18 nonths as this comes up for a great dea
of debate

17 and di scussi on.

18 DR. CHESNEY: Thank you. Any other
conment s?

19 Suggestions for other diseases which the FDA has
asked for?
20 | guess, not having been at the February neeting

but havi ng



21 worked with our pediatric subconmmttee for
sonetine, | would

22 also like to enphasize what Dr. Ward just said
Yo

23 articulately. | think many of us in the room

have di sabl ed

24  children or children with alinmted life span,
i ncl udi ng

25 nyself, and I think we would all Iike a carve-
out, if you
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1 wll, but I think that it is inportant that we
try in every

2 possi bl e way to support FDAMA, and | amvery

i npressed at

3 what the Oncology G oup has done at the FDA --
Dr. Pazdur's

4 presentation today -- to work with FDAMA, and
j ust woul d

5 like toreiterate what Dr. Ward said, that we
should all try

6 at every level to support what has been a
historic

7 contribution to pediatric care.

8 DR. MJRPHY: | guess | want to second
or third

9 that because | think when you go to Congress you

never know



10 what you are going to cone out with at the end,
fol ks. So,

11 we have sonething that is working. W are
wor ki ng on ways

12 to make it work better where we have identified
pr obl ens.

13 If you tinker with it too nmuch, you don't know
that you are

14 going to get it at all, first of all, secondly,
you don't

15 know what you are going to end up wth.

16 It is like a new child having certain
infirmties

17 and we want to trade it in for another child, |
woul d say

18 let us work with this child and support

devel oping this

19 child, if you will, because it truly is a
programin its

20 i nfancy. Think about what the potential would
be for noving

21 all these various fields forward, if we could
ever get to

22 the point where we actually had products that
are al ready

23 out there that aren't |abeled and get them

studi ed, plus



24  then nove these devel opnental fields forward

in all these
25 areas of science -- we have an opportunity here,
and I woul d

1 caution sone restraint as we go forward and,

i nst ead of

2 trying to fix every single problemuse the tools
we have

3 been given and work with them and work to have
FDAMA r enewed

4 very much in the format that it is -- not that
FDA doesn't

5 have its problens either with it, but we really
bel i eve t hat

6 we are just now discovering howto work with
this

7 opportunity in the nost positive way. Thank

you.
8 DR. CHESNEY: Dr. Spiel berg:
9 DR. SPIELBERG | would fourth

that. Wth the

10 per spective of having been in pediatric

phar macol ogy for 25

11 years, this really is historic. | think nost of
us who have

12 been in the field for a long period of tine
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never woul d have

13 i magi ned that we would be in the position where
we are today

14 where a lot of the past issues are no | onger

i ssues; where

15 drugs are being actively studied; where | arge
nunbers of

16 conpounds whi ch had been orphan for nmany, many
years are now

17 bei ng actively studied.

18 The renewal of the legislation really
is crucial |

19 think not only to the issue of getting drugs
studi ed, but

20 really al so has trenendous inpact on the overal
activities

21 within pediatric departnents around the country.
It has

22 stinmul ated a great deal of translationa
research.

23 If I can be critical of departnents of
pedi atrics

24 because | was in them for many years, even when

| was junior
25 faculty | was told there were two things you
coul d do,
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1 nmol ecul ar bi ol ogical or patient care, and that
was it, and

2 nol ecul ar bi ol ogi cal was too difficult for
clinicians and,

3 after all, the nolecul ar biologists didn't
under st and

4 anything about patients so they should stay
away.

5 What this has done is revitalize the
whol e i ssue

6 of translational research. The old nodel which
| was taught

7 in the '60s in nedical school of bench to
bedsi de real ly

8 does have validity, of getting science to the
patients who

9 need it, and this initiative has really
reawakened that in a
10 remar kable way. It is truly critical for
renewal not only

11  for pharmacol ogic interventions but really for

clinical
12 investigation in pediatrics in general.
13 And, there are certain things that

have been done

14 around the sites independent of the FDAVA

effort, and |



15 think that is another |esson that we can take.

If there are

16 specific issues, we can go outside the

| egislation to try to

17 fix certain things. One exanple is that we have
been

18 working on |l egislation to i ncrease the nunber of
pedi atric

19 phar macol ogy trai nees, you know, Ral ph and | --

Bob is the
20 only one who doesn't share our hairdo -- but we
all are

21 getting old and we recogni ze that so many years
have gone by

22 without pediatric departments focusing on the
need for

23 translational research that the next generation
of

24 transl ati onal researchers isn't there.
25 But that |egislation, including sone
cl ever things
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1 that Sen. Dodd's and DeWne's office cane up
with of debt
2 forgi veness of those who go into pediatric
i nvestigation and

3 stay in that field, along with additional



support for the

4 PPRU network to actually support the training
slots that are

5 needed, is really one aspect of things that we
can work on

6 i ndependent of FDAMA, but even that initiative
is truly

7 dependent on FDAMA renewal otherw se we are
going to be

8 training people who won't have jobs in the |ong
run. One of

9 the neatest things about trying to train young
people is

10 that they will have jobs, otherw se why spend
all those

11 years? And, FDAMA provides routes for
pedi atricians to be

12 involved in governnment, to be at FDA, to be at
NIH It

13 provi des routes for themto go into industry

because
14 i ndustry will be working on pediatric projects,
and it will

15 obvi ously provide routes for their careers in
academ a so
16 that the studies can be carried out.

17 So, you know, if you | ook at that



pi ece of

18 | egislation for trainees and then you | ook at
FDAMA you say,

19 "aha, the two work together and they really do

conpl enent

20 each other.” Simlarly, |I think as tine goes
by, | think
21 Dianne is right, I mean we have had -- what? --

a year and a

22 hal f experience with this, barely two; ten drugs
getting

23 | abel ed in the previous ten years for kids and
el even drugs

24 getting labeled in the last year. | nean, that

is a ten-
25 fold increase in the rate of activity. And,
obvi ously, from
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1 all the conpounds that are now being studied,
all those
2 things wll lead into |labels. W have nade
m st akes and we
3 have realized knowl edge gaps. Those know edge
gaps then can
4 be turned into support for NIH funds to study
t hose di sease

5 processes so that we can get outcone vari abl es



t hat we can

6 study so that we can, in fact, get drugs
properly | abel ed

7 for kids. It all kind of beings to work
t oget her. But

8 critical to the whole effort really is getting
FDANMA r enewed

9 and keepi ng the process going.

10 DR. CHESNEY: If | could just nmake one
nor e

11 comment, my husband, for those of you who don't
know, is the

12 chai rman of our departnent but if | had a dollar
for every
13 tinme he has conme back froma neeting at the NIH
or Congress
14 and said, "I can't stand these internists; they
forget that
15 children aren't just little adults and that we
absol utely
16 need to focus on pediatric issues.” And, |
t hi nk there have
17 been many positive outcones of his work and nany
ot hers, the
18 PPRUs is just an incredible idea. WMybe, Ralph,
you can

19 tell nme sonmetine whose idea it was, but these



centers that

20 are just devoted to studying drugs in children
are just

21 revolutionary. And, | think in so nmany ways
FDAMA

22 represents this mgjor new novenent in support of
children

23 that | would just add again to Dr. Spielberg's
al ways

24 articulate comments that it is really critica

that we try
25 to work within the systemor we will be back
where we were

1 when internists ran the show -- apol ogies to any
internists

2 in the room Any other coments? Ral ph?

3 DR KAUFFMAN: | would just add
briefly to Steve's

4 comrents, and that is we need to understand that
renewal of

5 FDAMA is not automatic. There is very powerful
opposi tion

6 out there that will be doing everything possible
to try to

7 see that FDAMA is not renewed, and will be
| obbyi ng whoever

8 is in Congress next session very aggressively to
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try to keep

9 this legislation from being renewed. So, it
isn't going to

10 be automatic, and all of us are going to have to
engage in a

11 concerted effort, those who have the welfare of
children at

12 heart, to make sure that this gets done because

it certainly

13 is not a sure thing.

14 DR. CHESNEY: Thank you. Dr.

Etti nger?

15 M5. ETTINGER | just feel, fromthe
uni que

16 perspective of being at the bedside as a nurse,
| can

17 reiterate what Susan had said. It is really

i mportant that

18 we put concrete nmeasures from bench to bedside
because it is

19 our parents and it is the famlies who actually
drive this

20 i ncl udi ng parent support groups in all of these,
they are

21 the ones who actually bring it forth and I
think it is nost

22 i nportant that we continue that.



23 DR. CHESNEY: Dr. Mirphy, the | ast
wor d.
24 DR. MJRPHY: | just want to thank you

for your
25 thoughts and the fact that, as we nove forward
in each of
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1 these areas, we wll be bringing different
issues to this

2 commttee, again usually supplenented with the

3 subspeci alists, as you saw yesterday with

neur opharm, and

4 actual ly they have been one of the nore active
partici pants

5 inthis last year and a half in trying to help
us to devel op

6 priority setting in how we nove forward in this
area. And,

7 we will, as always, listen to what you have said
as far as

8 sone of the areas that we may need to | ook at
in our future

9 witten requests as we try to nove the science

and the

10 information that is available. Because -- it a
very good

11 point to end -- what are we trying to do?

Peopl e say why is



12 the | abel so inportant? Because that is FDA's
way of

13 provi ding the science and the information. Now,
we are

14 hopi ng to devel op ot her nechani snms and bei ng
able to

15 transmt the information to the public in other
ways besi des

16 just the label, but for right now the | abel is
our main say

17 of comuni cating to both the professional and,
t hrough sone

18 of our package inserts and ned. guides, to the
patients and

19 the famlies. And, that is the goal. The goa

is that you
20 wll have the right information, neaning you
wi |l know how

21 you are dosing the child. The nother and father
have the
22 expectation that when their child receives that

medi cine it

23 will have been studied and we will know that it
will work,
24 and we will know how to advise themas to how

t he adverse
25 effects are. So, we are expanding this



spectrum of the

1 preclinical all the way to not just the bedside
in the

2 hospital but the bedside at honme in the mddle
of the night

3 when you should be able to expect something as
si npl e and

4 common as your anti-pruritic to have the right
dose. So,

5 thank you all very rnuch

6 DR CHESNEY: | want to thank all of
our speakers

7 today. | want to thank Dr. Smith, Dr. Wi ner
Dr. Pazdur,

8 everybody who nade contributions and comrents
t hi s norni ng.

9 | think this has been a very, very informative
session for
10 those of us who are not oncol ogi sts.
11 This nmeeting will reconvene at one
o' cl ock.
12 Yesterday lunch was in the Plaza Cafe and there

was room

13 reserved for the FDA;, we are not sure if that is

true today.

14 | think our executive secretary has an
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announcenent .

15 DR TEMPLETON- SOMERS: | just want to
clarify this

16 afternoon's neeting because | think there m ght
be sone

17 confusion. The pediatric subconmttee of

oncol ogy wi ||

18 convene at one o' clock in the Chesapeake Suites
to talk

19 about the extrapol ation issue, and the

pedi atric

20 subcommttee of the anti-infective drugs stays

in this room

21 and you will be neeting also at one o' cl ock.
22 DR. CHESNEY: Thank you very nuch
23 [ Wher eupon, at 11:34 a.m, the

proceedi ngs were
24 recessed]



